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Effect of an Antihistaminic Drug (Neoheteramine) 
on a Long Dormant Seizure Case* 


Woalliam M. Blar, A.B., M.D., F.A.C.S, 


WHARTON, TEXAS 


The antihistamines and their ethcacy in the treatment of allergic diseases are well 
established. Their place in the treatment of the common cold! is still questionable. A 
large number of patients report marked subjective improvement and will no doubt con- 
tinue to use them until something better comes along. Exaggerated claims have been 
made for their cthcacy in the carly treatment of the common cold, and the public, ever 
eager to try anew cold remedy. has been abundantly supplied by various manufacturers. 
Estimates are that the sale of these drugs reached $100,000,000 in 1950.° 

It is the purpose of this paper to discuss a case which presented an interesting diagnostic 
problem, rather than to discuss the uses and abuses of the antibistaminic drugs 


CASE HISTORY 
Chief Complaimt. 

On March 23, 1950 at 5:30 a.m, the patient, Mrs. D. F. B., a white woman, aged 
SY years, was found unconscious on the kitchen floor, The only history obtainable from 
the family was that she taught school as usual the day before, but came home complaining 
of a cold. There was a bottle of ANAHIST in the house, and since other members of 
the family hed taken it, she decided to try it. After regaining consciousness, she stated 
that she remembered taking two tablets before going to bed. Her husband stated that she 
got up several times during the night to take medicine. She did not recall doing this 
Since the tablets in the bottle had not been counted, the number of tablets taken in addition 
to the initial dose is unknown, Only two tablets were found in the bottle when it was 
examined, but no information was available as to how many had been used out of the 


bottle before the patient began taking ANAHIST. 


Presented at the annual meeting of the Medical Society of Saint Elizabeth's Hospital, Washington 
D. C., April 6, 1951 
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Past History 


The tamily history was essentially negative and did not reveal any facts revelant to the 


present illness. 


Personal History: 


The patient's birth and development were normal. At the age of 8-10) years she 
recalled having “spells” momentary blank feeling. The lapse of memory was momen- 
tary and at times it was considered inattention. The patient's mother had consulted with 
several physicians regarding her daughter's condition and on one occasion was told that 
when menstruation began, the condition would be cured. 

The patient had no recollection of attacks since she was 15-16 ycars of age. There 
was no history of a severe illness, operation, or accident. She married at the age of 30 
and had four children, two boys, 26 and 22 years of age, two girls, 24 and 20 years 
ot age, all of whom are living and well, The patient had had recurrent headaches for 
the past tive years. These recurred two to three times a week; at times they were frontal, 
but more often, they occurred in the occipital area and in the neck. At times there was 
nausea but no vomiting. She began to notice the return of these symptoms of loss of 
consciousness in about December 1949, They recurred once a weck and were momentary. 

The patient was. first seen at 5:30 a.m. on March 23, 1950, She was lying on. the 
kitchen floor with her head a few feet from a gas heater, A cursory examination showed 
the pupils were constricted, but they reacted to light. The patient was confused, and 
there was trauma to the tongue, indicating that she had bitten it. The blood pressure 
was 140 80, and the gag reflex was absent. Superticial and deep reflexes were active. 
There was no evidence of cranial nerve palsy. No medication was given at this time 


The patient was moved to the hospital, 


Connie m Hospital: 


The patient was admitted at 7:00 a.m, and began having a severe convulsion imme 
diately after being put to bed. Sodium pentobarbital, 41, gr., was administered intra 
venously, and oxygen was started by nasal catheter, The temperature was 96.2°, pulse 120, 
and respiration 20. A spinal puncture showed the pressure to be 6 mm. of mercury. Ap- 
proximately an hour passed betore the patient began to react by moving about and trying to 
ough. The pulse was weak and irregular. Coramine and $0 per cent glucose were given 
intravenously, The patient became increasingly restless, and 5 grains of phenobarbital 
were given intravenously, At this time the blood pressure had dropped to 13070, Two 
hours after admission the pulse was stronger and regular, The patient was rational when 


aroused, but the response was slow, extremities were cold, and the face was flushed 
By noon the patient had become very restless and complained of a headache. Blood 
pressure Was 120 84, and temperature had risen to 99.4" AX. Phenobarbital, 5 gr., was 
xiven because of restlessness. The paticnt slept at intervals during the afternoon, 
During the evening, the patient, awake at intervals, complained of headache and 
nausea. The blood pressure was 120 84, The patient vomited after being moved for her 
evening care. Complaints of nausea and headache continued during the night whenever 


she roused. The pulse was weak but regular. 
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The following morning the patient was much improved but still complained of frontal 
headache. The oral temperature was 99 , and the pulse was 92 beats per minute, but 
regular and strong. She had a good appetite and ate well, Although she slept at mtervals 
during the day, she slept very well during the night. 


On the morning of the second day in the hospital, the patient awakened with a head 
ache and nausea, The physical examination at this time was nonrevealing. For the three 
following days there was no nausea, headache, or temperature, and the patient was dis- 
missed from the hospital on the morning of the seventh day, feeling very well. 


The admission diagnosis was convulsions of undetermined origin. 


The discharge diagnosis was convulsions, questionably secondary to ANAHIST 
(neohetcramine). The possibility of brain tumor was being considered. 


On April 7, 1950 the patient had an EEG by Dr. Peter Kellaway, Baylor University, 
Houston, Texas, the results of which are shown in the slide, and the report received 
is as follows: 

Fairly continuous, 9-11 per second, moderately high voltage activity in occipital leads. Almost 
continuous, 5-8 per second, activity in all other leads, Much low voltage, fast activity, and some fusing 
in all areas. The amplitude of the activity in the anterior head regions often exceeds that of the 


activity in occipitals 


Paroxysmal episodes of very high voltage, 3-4 per second spike-slow wave complexes occurring 
in all leads simultaneously, highest in amplitude in frontals (4325) microvolt: maximum, Occasion 
ally during these bursts the activity in the occipitals is as slow at 2 per second, and some bursts 
are a mixture of 2-3 per second waves in all leads, 


Hy perventilation: Five paroxysmal bursts of the 3 per second spike-slow waves are preceded 
by double spikes 

Paroxysmal slow dysrthythmia of the bilaterally synchronous spike and wave type. 
This type of electrogram ts usually associated with idiopathic cerebral convulsive states 
and is commonly seen in adults subject to both major and minor seizures. 


Three days later the patient was brought to the hospital in a state of confusion and 
on the verge of another convulsion. She appeared very nervous, and the responses to 
stimult were hyperactive. Sie was “dazed” and uncooperative with the nurses when she 
was being put to bed. Five grains of sodium phenobarbital were given by intramuscular 
injection, The patient relaxed and slept for three hours. On awakening, she began pulling 
and tcaring her gown and bed clothes. Three and three-fourths grains of sodium pento 
barbital were given intravenously, and the patient slept the remainder of the day and 
through the might. She was normal the next morning and was discharged on the 
following day. 

The patient was placed on tridione and controlled satisfactorily, but after several wecks, 
she developed a sensitivity rash resembling an iodide reaction. The drug was discontinued ; 
the rash cleared promptly. Since then the patient has been controlled with meboral, 
11, gr., three times a day with sodium phenobarbital, 15 gr., at bed time. 

This patient was last seen March 10, 1951 at which time she was symptom free, and 


medication was continued. 
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Laboratory findings were of no diagnostic aid. The following are the results of labora 


tory cxamination: 
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The nervous reactions are classified, central, peripheral, and special sense organs 


A. Central 
— Insomnia, nervousness, vagal stimulation, tachycardia, hypertension, 


muscular twitchings, tremor, and convulsions, 
De pression— Somnolence, drowsiness, narcolepsy, weakness, ataxia, delirium, 


and coma, 
3. Nightmares, impaired judgment, delusions, hallucinations, 
mental depression, reduced mental efhciency, confusion, and toxic psychosis. 
1, Miscel/aneous-— Dizziness, headache, syncope, fever, hyperthermia, cerebral edema, 
and clectroencephalographic changes. 
Pcripheral 
1. Toxic neuritis, paralysis, paresthesia, and areflenia. 


C. Special Sense Organs 
1. Ears Tinnitus, vertigo, and labyrinthitis. 
2, Eyes Dilated pupils and blurring of vision. 


A number of deaths have been caused by these drugs, mainly from accidental over 
dosage, There have been cight fatalities reported in children, and in most of the cases 
convulsions occurred.!” It would seem, therefore, that the most important of the toxi 
side effects are those of the central nervous system. 

Churchill and Gammon!! have shown that diphenyldramine (benadryl) and tripelen- 
namine (pyribenzamine) may increase the abnormality of the electroencephalogram in 
adult epileptics and may even induce seizures. The work indicates that diphenhydramine 
has an effect on petit mal serzurcs which may have therapeutic value. Tripelennamine, 
on the other hand, is contraindicated in petit mal epilepsy, and both agents are contra 
indicated in cases of focal discharge. Before either drug ts prescribed in seizure cases, 
analysis of the electroencephalogram should be made. In Churchill and Gammon’s'' study, 
5 out of 7 patients with petit mal, after administration of tripelennamine, showed a dis- 
tinct increase in the degree of abnormality. The two patients whose seizures were unin- 


Huenced were the only two taking anticonvulsants at the time. 
COMMENT 


The development of the antihistaminic drugs has been a boon to the patient with 
allergy and the physician alike. They are not without danger, and those who have used 
them somewhat promiscuously should revalue them and remember the phrase ‘Use With 
Caution.” With the advent of the sulfadrugs, the antibiotics, the antihistaminics, and 
now cortisone and ACTH, a very large percentage of people's ills has been brought under 
control, We should remember, however, that cach of these products has definite indi- 
cations and should be used for the conditions it is known to help. Diagnosis, the key to 
any illness, should not be neglected. Unfortunately, there are too many physicians who 
“shotgun” the patient hoping that by giving all the “Miracle Drugs,” one will be 
effective. This reflects indolence, and those who follow that trend will sooner or later 
get into trouble. As muscles atrophy from disease, diagnostic ability also declines when 
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the special senses we are born with are not exercised to the fullest extent when examining 
a patient 


SUMMARY 


A case of peti mal epilepsy, dormant for forty years, recurring following the taking 
of ANAHIST, ty reported with electroencephalographic findings confirming the presence 
of paroxysmal activity of a type classically associated with idiopathic epilepsy and showing 


a type of electrogram commonly seen in adults subject to both mayor and minor seizures. 
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Clinical Assessment of Ego Strength * 


James A. Christenson, Ph.D 
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An important factor in prognosis for psychotherapy is the strength of the patient's 
ego. On that basis, various personality tests arc used for gauging ego integration, 
strength, and the like. This paper is directed against the formalism and sterility of such 


on approach, 


Psychotherapy ts so far conducted by individuals. Hence, its success is on an individual 
basis. Better qualified therapists need fewer crutches. The less qualified will limp with 


their diagnostic and predictive instruments. Besides research and planning, tests have 


their utility for diagnosis, or planning and assessment of therapy. The final criterion 
for that value lies in the subsequent handling of individual cases. This entails that their 
Value depends on the use to which the actual therapist puts them. Also pertinent is the 


question of optimum distribution of the expert s efforts. 


In considering the foregoing, the last warrants treatment first. Two alternatives ar. 
readily noted: (1) Testing may be done by individuals not trained as therapists, and 
their result given to the therapist; (2) One person may carry out both functions. In 
cases where the therapist 1s highly trained as a clinician, it may prove more efficient for 
him to begin with a clinical interview, and reserve special testing for particular problems 
of differential diagnosis, Otherwise, by the first method, he ts given only general clucs 
to the total clinical situation, and with the second, he is employing methods which 


provide him with a great overlap of material, Thus, on the one hand, he sacrifices 
insight and. on the other, time for an understanding that could be obtained in most cases 


trom the clinical interview alone 
As a basis for training and research, coincident testing may perhaps be justified for 
its parametrical representation of the patient's current status. Far better, however, is the 


use of observed or recorded sessions which are discussed with students and coworkers. 
An example of such procedure ty Erickson’s analysis of the protocol which he employed 


to produce an artificial Complex.¢ In such analysis, it should become evident after study 


that the basic elements in the rapeutic procedure and in clinical observation can be broken 


down into specific, manifold, and obvious elements. Such observational data are less 


subject to the objections of ambiguity and abstractness than projective tests because of 


* Reviewed in the Veterans Administration and published with the approval of the Chief Medical 
Director. The statements and conclusions published by the author are the result of his own) study 


and do not necessarily reflect the opinion or policy of the Veterans Administration 


+ Erickson, M. H., “The method employed to formulate a complex story for the induction of an 
experimental necurosis ina hypoti subject.” J. Gen. Prychol., 1944, 31:67-84. Cf. also an article 


by the author, “Sound-recording of Clinical interplay as an aid to psychotherapy.” to be published 


shortly 
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the more immediate and direct relation between clinical material and formulations of 
the specitic psychodynamics of individual cases. 

Turning now to the topic of this paper, let us consider the clinician's approach to 
the assessment of ego strength. At first glance, it could never be as scientific or as 
objective’ as a test: procedure, However, if we accept one conception of scientific 
method, that of successive approximations to a given topic of observation, the prospect 
becomes more favorable. When the clinician sees a patient, he estimates the patient s 
ego strength and predicts therapeutic risk in terms of the patient's activity Or passivity, 
presence or absence of insight, degree of acceptance of psychogenesis, and the like. These 
are patterns easily seen by the trained clinician, although not always formally stated, 
On this basis, the therapist may then present the patient with tasks and observe his 
ability to handle them, in’ terms of greater or less individual responsibility, motivation 
tor cure, and incidental therapeutic progress. With any given patient, the ego strength 
may be gauged from session to session in terms of tasks selected by the therapist in 


accordance with his therapeutic approach and evaluation of the particular patient. Clinical 
scaling of tasks in terms of ego strength displayed will be qualitative for some time, 
with only approximate quantification, but will not sutfer from overpreciseness and pre: 


mature formalization. 


A tentative scale for the clinical assessment of ego strength is hereby presented 
(1) Willingness to accept the possibility of psychogenesis. 
(2) Observation of exacerbations for discussion in therapeutic sessions, 
(3) Adoption of an active role in the therapeutic situation, 
(4) Spontancous formulation of insights. 
(5) Evidence of improved handling of outside problems. 
(Questions of the type and level of therapy to be employed are beyond the scope of this 


presentation and will not be considered here. 
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Cortisone Therapy Without Undesirable 
Physiologic Side Effects and 
the Pronor-Cortone Compound 


AN EXPERIMENTAL INVESTIGATION OF THREE CASES 


H. lienstead, M.D 


( NEW YOR 


ANATOHARIT 


It has become common knowledge that cortisone acctate ts a4 potent steroid hormone 


of the adrenal cortex. Used tn the treatment of rheumatoid arthritis and a variety ot 


ther diseases, it will produce great symptomatic relict, but it does not accomplish 4 


permanent cure itis not causal therapy. When given in larger doses and tor a longer 


period of time, cortisone may cause undesirable physiologi side effects. Quite often 


t Was necessary to discontinue the treatment and to afford the patient an opportunity of 


recovery trom these complications. Theretore, the use of cortisone in general pract 


would be vreathy taciditated at it could be administered without side effects. The a 


ft this paper is to show how to attain this Purpose 


The important question ot how cortisone acts in the human body cannot be tully answer 


t scems tome that some light can be shed on this mystery 


A patient developing rheumatoid arthritis must at least have a relative deficiency ot 
ortisone or he could not possibly otter all the wmptoms event wily culminating oo 
inable anatomi changes of the arthrith yornts. strmulated by the 


hormone of the prturtary gland (ACTH), cortisone will be secreted by the adrenal cort 
the blood ts 
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th 
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systems (HNS and HPS) are to be enlarged by the suprarenal gland the innervation ot 
which is also supplied by the vagus nerve.” In this connection, it must be repeated that 
ity right branch innervates the liver, the right half of the stomach, and the right adrenal 
gland, and its lett branch supplies the lett half of the stomach, the spleen, the pancreas, 
and the lett adrenal gland. It is well known that there are connections to the sympathetic 
and parasympathetic systems. According to this concept, it should be possible to assign 
cortisone acetate its proper place for therapeutic purposes in the family of hormones. 
As already explained, it is apparent that rheumatoid arthritis cannot develop without 
an absolute or relative deficiency of cortisone. But to assert that the small adrenal glands 
are solely responsible tor one of the most crippling diseases means overlooking the many 
other pathologic changes which will have to take place in that human body betore develop 
ing rheumatoid arthritis. It is here that the HNS and HPS must be taken into considera: 
tion. From 1941 to 1948, I have seen several hundred cases of rheumatoid arthritis and 
I took great pains to thoroughly examine the liver. It was found to be diseased in all 


patients and, from a systemic point of view, all organs belonging to the HNS and HPS, 


including the adrenal glands, must also have been in the same condition, Is it: surprising 
then that, with the liver and the adrenal glands in a state of dysfunction, the injection ot 
large amounts of cortisone or ACTH would bring all the undesirable physiologic side 
effects about? The carbohydrate metabolism and the protein metabolism become unbalanced, 
two functions physiologically concentrated in the liver. In my opinion, these and all 
the other side effects are caused by the administration of too large doses of cortisone or 
ACTH which must be used in order to achieve dramatic therapeutic results. They have 
been attained, but in many cases the function of the liver had apparently deteriorated 
more atter this unphysiologic treatment 

The tact that the use of cortisone may cause undesirable side effects in certain Cases 
prompted me to apply my own theory to the solution of this problem. T was convinced 
that the amount of cortisone could be reduced to a more physiologic level if the liver 
would be treated with Pronor at the same time. | was fortunate cnough to obtain a certain 
quantity of the hormone*, which at that time was not yet Commercially available. T selected 
one case of severe rheumatoid arthritis and one case of multiple sclerosis tor the exper 
mental investigation. A third case of moderately severe rheumatoid arthritis was added a 
few weeks later. The patients were glad to give their consent to the new treatment and 
they took the required laboratory tests+ before the first injection 

My plan way to use Pronor and Cortone “Merck” simultancously, i¢., separately but 
at the same time. As T had been during the development ot Pronor, | was to be my own 
guinea pig again and [administered both injections to myself on October 8, 1950 
On that day, [happened to have a slight attack of collagen rheumatism in my lett lower 
leg, trom the Literal aspect of the left knee down. The time of the injections, | cc. of 
Pronor and 12.5 mg. of Cortone, was 10:47 a.m. Twenty minutes later, at 11:07 a.m 


greatly indebted to Dro Carhsle. Director ot the Medial Department of Merck & 
Rahway. No oJ. tor the supply ot Cortone that made the experimental investigation possible 

‘To wish to express my gratitude to the Montgomery County Laboratories of Amsterdam, N.Y 

ind Canajoharic, No especially to Edna G. Dillenbeck, RON. the local laboratory technician 


who did all the laboratory work but the blood proteins 
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the pain in my left lower leg had disappeared and did not show up again, The injections 


did not cause any undesirable side effects whatever. 


On October 9, 1950 the two patients were put on the Pronor-Cortone treatment. After 
16 injections I took another decisive step. The directions tor the therapeutic use of Cortonc 
state that “No attempt should be made to alter this formulation (of Cortone). Diluting 
or mixing it with saline solution, distilled water, or other substances may affect the state 
of suspension or change the rate of absorption, thus changing its effectiveness significantly.” 


In spite of this warning, | added 1 cc. of Pronor to 12.5 mg. of Cortone and on October 


29, 1950 I administered this Compound to myself again. No undesirable side effects were 
noticed, and the next day the patients were transterred to the Pronor-Cortone injection. 


The tollowing case histories prove the value of the new method. 


CASE I 


EB. Lo as a male patient, aged 65 years. He was seen for the first time at the office on May 25, 
1942. His past history revealed typhoid fever at the age of 14 vears. He had never used alcohol or 
tobacco, He was comphuning of a low backache. Having had frequent head and chest colds, he was 
treated for lobar pneumonia in August 1943. In March 1945, the patient came down with intect 
bursitis of his left shoulder, apparently Caused by pyorrhea of his last two teeth in’ the mandibula 

On May 5, 1945 the patient ate peanuts and drank “pop” and fell sick with vomiting and 
diarrhea, In June 1945 he had the grippe. On March 22, 1946 the patient. ror the first time 
omplained of “rheumatic pain,’ especially in his shoulders and, by spells, his legs. One month 
later most of his joints were painful, On May 3, 1946 the patient ate pork and baked beans and 
he came down with indigestion. He took milk of magnesia and had severe! loose bowel movements 
Fitteen days later the patient showed all symptoms of rheumatoid arthritis, He was compluning ot 
pain in his shoulders, elbows, wrists, fingers, knees, and ankles. From that day on, he was a sick 
man, whose condition became gradually worse. He had to give up farming and he was unable to 
carn his living. He was treated with everything supposed to give relict ino rheumatoid arthritis 
Whether it was injections, tablets. or natural sulphur baths, nothing helped him. During tour and 
aohalt years, he finally developed into an extremely severe and obstinate case. He was promised 
that he would be the first patient to have the benefit of cortisone and on October 9, 1950 he was 


given the first injections. The following notes are copied trom his record 


10/9/50: The patient is Comphuning of stiffness and pain in shoulders, elbows, wrists, fingers, and 
knees, more in the left than in the one) Weight: 1280, Ibs. Heart) outlines small, presystoh 
nurmur at apex, second aortic accentuated. Pulse: 64, many extrasystoles. Blood pressure: 10268 
Liver: enlarged by two fingers, edge hurting to pressure. Spleen: enlarged, sensitive to touch. Joints 
both shoulders crepitating, forced motion producing marked pain. Elbows: both painful. Lett wrist 
very much swollen and painful, 200, cm. Right wrist: slightly swollen. painful, 1844 cm. Fingers 
lett middle tinger, middle joint swollen and paintul, Right second and third metacarpophalanges 
joints: swollen and deformed. slightly painful. Left knee: swollen and detormed, crepitating, very 
painful, 38 om. Right knee: slightly crepitating, 36 cm. Left ankle point: slightly swollen. Extremely 


large Varicose vein on lett lower leg 


Lit Pronor 1 
10°10 50. The patient related that one hour after the injections he felt relief ino his shoulder 


joints for about one hour 


Pronor 1 ce. 2nd 


10/1150: The patient had less pain all day yesterday 


CORTISONE THERAPY Joseph H. Isenstead 691 


| 
3 


Prono 


12 $0 © patient is tecling better, He 


the first tarne 


SO. The patient is definitely improved, 
Malaise has cleared 
108 70. Lett wrist ! rig 
la three 


pressure wrist 
bowel movement regular 


yours Wight 152%, Ihs 


stiffmess is 


times 


ip. The patient slept well again 


today 


hus 


very 
Pulse 
Lett 


whi 


coat 


mu 


and vest without help tor 


h and pain considerably 


68. no extrasystoles. Blood 


knee 


29 om Appetite good 


lone tor th 


Cortone 2S ma 
jth Prono 1 ce. 4th Cortone 37.5 me 
reduced 
oot 
patient as doing about the Lett wrist Is n. Diuresis is normal N 
! i 
i l Thy docs mot i wetter afer wink Nad Corton Hi mn 
| s finaers 
| P ( 
patient ity th t on pain w is t for 
t wetting H Kn at faintly stiff | pation Liver 
re. Lett wrist) Right wrist: 171, om. Lett kn Right ko 
| Let n paint 
| 
4 


his tormer complaints again. While the shoulders remained in an exceptionally good condition, the 
knees became lamer and the finger joints more painful. But when the patient exceeded an interval 
of ten days, he felt that his strength and his appetite were slowly decreasing. There only was some 
lameness and pain. His pulse was 64 with many extrasystoles, but his blood pressure was 122/82 
The liver was enlarged by one half finger and hurting to pressure, while the spleen was palpable 
and tender. The measurements of the arthritic joints had not changed. The weight stood at 135.5 Ibs 
m December 19, 1950, an increase of seven pounds. Altogether, the patient had received 829.25 
mg. of Cortone and 28 co. of Pronor in 28 injections during a period of 68 days. The treatment is 


ontinuing. See Table | 


The blood count shows slight changes only, but on December 12, 1950 it has become 
normal and the relative lymphocytosis has cleared up. The chlorides were normal until 
the patient started to cat very salty butter, causing an increase by 33 points. After this 
mistake was corrected, they dropped to 511 mg. The patient never offered any symptom 
of retention of sodium and water. Very interesting is the fact that the blood sugar of 
114 mg. decreased to 100 mg. and then rose to 110 mg., proving that the carbohydrate 
metabolism was well controlled. The sedimentation rate of 46 dropped to 31, but when 


the interval between the injections was extended, it rose to 45 again 


Important shifts took place in the blood proteins. In the Blood Protein Test', 1 have 
stated “In order to obtain an independent function of the liver, it is deemed necessary 
to compound extracts of these two organs (spleen and pancreas), to add liver extract, and 
to inject them intramuscularly. This Compound ts believed to be transported to the liver 
where it undergoes further Change. The new substance, X, is carried to the brain via 
circulation and then goes to work in the hypophysis and hypothalamus region. By acting 
on these centers, this substance, “X. in turn stimulates the liver through its autonomic 
innervation.” It was furthermore explained that Pronor ts able to shift the albumin 
globulin ratio within two hours, and when administered as a treatment, it will benefit the 


liver and theretore maintain the higher ratio. 


Since clinical observations have shown that the administration of larger doses of cortisone 
acetate will also shift the reversed albumin globulin ratio toward normal, the question 
arises whether this effect means that the liver function itself does improve too. The fact 
that the use of higher amounts of cortisone acetate increases gluconeogenesis and protein 
catabolism, that it will decrease the prothrombin time and cause thrombosis and embolism 
to occur more easily, make it improbable that the liver function can improve at the same 
time. Apparently, there is only one plausible explanation available for the observation 
that, during the treatment with larger doses of cortisone, the albumin globulin ratio may 
shift to the right. This adrenal hormone must stimulate the higher brain centers and the 
hypothalamic nuclet where the direction of the liver function is also said to be located 
Thus, the shift of the albumin globulin ratio is not a truly physiologic liver function as 
achieved by Pronor. It is the result of the direct stimulation of the hypothalamus region 
by cortisone, the adrenal cortex hormone, which systemically belongs to the HNS and 
HPS. Could it then be that the liver is forced to execute this special function involuntarily 
and that, therefore, its other tasks, such as the protein and carbohydrate metabolism, are 
made to suffer? This question cannot be answered yet, but further investigation should try 


to solve this problem. 
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On October 9, 1950 before the patient E. L. received the first simultaneous injections 
of Pronor and Cortone, his serum globulin was a high 3.6 Gr. and the albumin globulin 
ratio was a low 1.19. On October 19, 1950 after 12 injections, with a relative lymphocy- 
tosis of 43 per cent, the serum globulin amounted to 3 Gr. and the albumin globulin ratio 
still to 1.20, But on December 12, 1950 the lymphocytes had dropped to 28 per cent, the 
serum globulin to 2 Gr., and the albumin globulin ratio had increased to a normal 2.20. 
The liver was much smaller in size and less painful to touch. In accordance with the Blood 
Protein Test, the follow-up of the albumin, globulin ratio during the therapeutic course 


exactly corresponded with the liver findings in this case. 


CASE Il 


CN. is a female patient, aged 29 years, who had measles at the age of 15 years. Since then, she 
has had to wear glasses. On May 6, 1947 the patient was vaccinated on her left upper arm tor the 
first time. Three days later she complained of numbness of the lett aspect of her forehead, the tecling 
of a drooping left upper eve lid, and an increased sensory of all teeth in her left maxilla, All three 
branches of the left trigeminal nerve were sensitive to pressure. Otherwise, the examination only 
showed a decreased sensory of the first branch and an increased sensory of the second branch of the 
fitth cranial nerve. The vaccination was an extremely good take. The patient was treated with injec 
trons of large amounts of Vitamin By until September 5, 1947 when her condition had very much 
improved, but was not yet normal, On April 28, 1948 a diagnosis of myoma of the uterus was made 
and on May 16, 1948 4 hysterectomy was performed. On September 9, 1948, the patient had an 
attack of acute cystitis with a relapse in May 1949, finally treated with chlorampheniwol and cured 
by August 1, 1949. On March 19, 1950, the patient complained about her eyes, mostly of blurred 
vision. The examination by two ophthalmologists was negative. There was no change in the condi 
tron of the eves during the next three months but the patient was able to drive her car, On August 
16, 1950 the patient suddenly felt that her memory had deteriorated and the next morning she 
awoke with numbness of her right arm. The eves reacted normally to light. The sensory perception 
of the right aspect of her face and of the right forearm was reduced, having nearly completely dis 
ippeared on the fingers. Reflex of mght forearm: + + +, knee jerks: ro + +. Lo +. The next day 
the condition of the patient was worse. She now complained of numbness of mght leg. The sensory 
perception of the right hand had decreased even more and the gait was weaving. The temperature 


was 99.2. A tentative diagnosis of multiple sclerosis was made and the patient was hospitalized 


The diagnosis of multiple sclerosis was confirmed. On August 28, 1950 after the patient had re 
turned from the hospital, she was put on terramycin which she took until September 13, 1950. Tt 
had to be discontinued because it finally caused diarrhea, During this period the sensory of the 
whole right aspect of the body showed a slight improvement; on the right arm it was hypersensitive 
The gait was more coordinated. A general re-examination revealed the outlines and the sounds of 
the heart to be normal; the pulse was 72, regular and smaller, the blood pressure was 116/82 
The liver was slightly enlarged and sensitive to touch; the spleen was just palable and tender, The 
patient still had a temperature of 99.4 at 5 pam, but five hours later it usually dropped to normal 
From September 14, 1950 to October 6, 1950, the patient was given 15 injections of Pronor of 1 « 

The effect of this treatment was that she did not have the mental relapses which she used to have 
very week. The sensory of the meht leg improved slightly and the same change slowly took place 
right hand. The patient worked rather hard for several hours every day, but 
up to 99.4 every afternoon, On October 9, 1950 the patient was put on the 


in the fingers of the 
her temperature was 
simultaneous Pronor (1 cc.) -—Cortone (12.5 mg.) treatment. That atternoon the patient could 


move her right leg better, Four days later she was able to read more, the sensory perception of 
the palm of the right hand had definitely improved, also to a lesser degree that of the fingers. The 
reflexes of the right arm and right leg were less exaggerated, On October 15, 1950 the patient 
participated in-a shooting match, vet there was no relapse the tollowing day. In fact, the patient felt 
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so well during the next week that she went hunting, shot one rabbit, and attended another shootung 
natch. On October 20, 1950 she had recerved 12 injections of Pronor (1 and 12 injections of 
Cortone, amounting to 246.25 mg. After nine injections the patient declared that she was tecling 
lefimitely better than she did before she had received Cortone. The sensory of her mght hand and 


her ngeht lower leg had improved. as had her eves. But the regained sense of well-being cause 
the patient to overdo work and recreation, As was to be expected in her case, she reacted with a 
slight relapse, which caused her to act more prudently. On October 31, 1950 the patient was put 
on the Pronor-Cortone Compound and by December 26, 1950 she had received 16 of these injec 
tions. Altogether the patient was given 32 injections with 624 mg. of Cortone, She was holding her 
own and on some afternoons her temperature rose to 99° for a few hours. No undesirable phystolog 
side reactions were notwed from the administration of Cortone. The weight always was around 
126 Ibs.; the diuresis was normal. The following table offers the laboratory reports of the second 


ase. See Table 


The blood count shows a mild hypochromic anemia and a slight leukocytosis. Since the 


treatment did not improve the red count, 15 pg. of Vitamin B12 were added to the 
Pronor-Cortone Compound on November 28, 1950 and December 2, 1950, causing a 
relative cosinophilia, When the paticnt consumed too much salt with her tood, the chlor- 


ides rose to S44 mg. but this increase did not lead to any undesirable side effects. The 
blood sugar thanged within the normal range and the sedimentation rate remained at 
the same level. The shifts of the blood proteins were erraty in accordance with the 
character of the disease. The outstanding fact is that the serum globulin always was too 
high and the serum albumin shifted too much for its usually stable value, Accordingly, 
the albumin globulin ratio went up and down and no detinite trend was recognizable 


CASE Ill 


FE. Ko is female, aged 71 years. For 40 years, the patient has been suffering from rheumatoid 
arthritis, which started in her right hand. It spread to both knees, the lett shoulder, the spine, and 
the sacroiliac joints. In August 1949 a swelling of the left: sterno-clavicular joint developed. X-ray 
pictures did not permit a definite diagnosis but a biopsy confirmed the suspicion of rheumatoid 
irthritis, On November 14, 1950 the patient weighed 141 Ibs. Her heart was slightly enlarged t 
the left. the first apral sound was accentuated, the pulse rate was 68 and regular, and the blood 
pressure Was 132 82. The abdomen was distended, the liver was enlarged by two fingers and 
sensitive to pressure. The spleen was palpable and tender. The bowel movement was constipated 


ind regulated by mineral oil 


The lett sternoclavicular joint was deformed and swollen, The shoulders crepitated, the elbows 
were swollen and paintul by spells. The distal phalangeal joints, esp. of the lett index finger, were 
swollen and deformed. The left sacroiliac joint was paintul, Both knees were crepitating and 
swollen. Right knee: 384, om.; left knee: 39) cm. On November 16, 1950, the patient received 
the first injection of Pronor (1 co.) and $0 mg. of Cortone, Three hours later she started to teel 
better. She could move her points more easily and had less pain. The mineral oil had been discon 
tinued and the patient had two bowel movements of her own, The next day the dose of Cortone 
was reduccd to 25 mg. On November 21, 1950 the patient was fecling very well. The size of both 
knecs was 371, cm. The finger joints were less swollen but still pained the patient slightly. The 
liver was smaller by one finger and less painful. The bowel movement was quite regular, On 
December 1. 1950. 12 injections of Pronor (1 cc.) and 305 mg. of Cortone had been administered 
The patient was complaining of some lameness, but the finger joints were thinner, the left knee was 
371, om. while the night one was 37 cm. The bowel movement was regulated. Four days later, the 
patient felt better again and the interval between the injections was extended. On December 30, 


1950. 45 davs after the start of the treatment, the patient had receied 17 injections of Pronor 
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(1 and 425 me. of Cortone. Her weight was 147 Ibs. She was feeling well and able to take 
longer walks. The size of both knees was 37 cm. The liver was only slightly enlarged, the spleen 
was not palpable. On the fitth day utter an injection, however, the patient started to teel more 
lame and there was increased pains No undesirable side effects were noticed. The tollowing table 
offers the Laboratory reports of Yhis case. See Table HI 


Apart trom relative lymphocytosis, the blood count was normal. The chlorides were 


within normal range. The blood sugar was 125 mg. and increased by seven points where 
it remained, The patient had suffered trom cholelithiasis tor years and had a cholecystectomy 
at the age of 61 years. Eight years later she had an operation tor peptic ulcer, At this time 
she was told to have a “long diverticulum, and she was advised to use a sott diet, con 
sisting mostly of carbohydrates. Following it strictly, she was apparently started on the 
trend to a higher supply of blood sugar, which at her age of 71 yeary cannot be considered 


’ 


to be of great importance. The sedimentation rate decreased by five points atter 12 injec 
tions, but returned to the higher level when Cortone was administered less trequently 
Betore the first injection the serum globulin was 2.8 Gro and the albumin globulin ratio 
1.46. There was no change in the serum protems 18 days liter, but atter another month 
the serum globulin had decreased to 1.24 Gr. and the albumin globulin ratio was a normal 
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3) The Pronor-Cortone injection can be sately administered at the physicians office, 
as T have done it. No hospitalization 1s required, but the patient must be tollowed up with 


great care and should have a check-up at a laboratory every two to three weeks. 


§) The Pronor-Cortone injection is no cure tor rheumatoid arthritis, An explaination 
tor this complex problem cannot be given at this time, but a few facts pertaining to the 
reported case of E. L. seem to be worth mentioning. This patient developed rheumatoid 
arthritis before my eyes after [had attended him tor several years. In March 1945 he came 
down with an infect bursitis of his lett shoulder which, in my opinion, was caused by 
pyorrhea of his remaining two tecth. In May 1945 he made a dietary mistake, followed by 
pyorrhea of his last two teeth. In May 1945 he made a dietary mistake, followed by 
vomiting and diarrhea, In March 1946 he complained of “rheumatic pain” for the first 
tune. A few weeks passed and he again had an attack of severe indigestion with several 
loose bowel movements. Fifteen days later, he offered all the symptoms of severe rheuma- 
toid arthritis. I teel that the serious condition in which I found the patient on May 18, 1946 
was caused by focal infection and the two gastrointestinal episodes. They must have affected 
the HNS and especially the liver, its main organ. It 1s here that the adrenal glands, which 
belong to this system, become important, Subjected to chronic stress by the tocal inte: 
tion, this organ had apparently adapted itself to this condition. According to Hans Selye's 
theory, the two severe abdominal attacks finally brought about a stage of exhaustion and 
an absolute deficiency of cortisone acetate. It was promptly followed by rheumatoid 


arthritis 


5) The Pronor-Cortone injection ts not a specific treatment of multiple sclerosis, But 
the patient was able at least to hold her own and perhaps to improve slightly. The turther 
course will show whether the harmless Pronor-Cortone therapy of this disease is of any 


value 


The past history of this patient offers two interesting incidents which deserve to be 
brietly discussed. On May 6, 1947 this girl was vaccinated on her lett upper arm for the 
first time. Three days later, she had developed a “numbness” of the first and second 
branch of the lett fitth cranial nerve. Had the vaccination anything to do with this attack 
and was it the beginning of a case of multiple sclerosis? It 1s also important to mention 


that the patient was and ty a great lover of animals. In July 1950 one of her pet dogs 


became seriously band finally a diagnosis of “meningitis” was made. Part of the treatment 
consisted of tablets which the patient regularly jammed down the throat of the dog with 
her bare hand. Then she cleaned it by rinsing it superficially with cold water. While the 
dog was still sick, the patient fell il herself in August 1950. She was hospitalized and 
the diagnosis of multiple sclerosis was confirmed. Had the sickness of the dog and its Close 
contact with the patient anything to do with the multiple sclerosis? As yet, no answer 


cain be given to this query 


The question arises whether the adrenocorticotropic hormone of the pituitary gland 
(ACTH) could replace cortisone acetate in the Pronor-Cortone injection. | do not think 
so, because ACTH ts a directing hormone and stimulates the adrenal gland, not only to 
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claborate cortisone acetate but also many other hormones. In contrast to ACTH, cortisone 


acetate is what IT would call an executing hormone and, so far, it seems to me that only 


this specific substance can be safely compounded with Pronor. 
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Three Enigmas in the History of Curare 


Before Sir Walter Raleigh * 


Félix Marts thanez, M.D 


NEW YORK CIty, NEW YORK 


The historical origin of the “fying death” ts as much a mystery today as was, for 
centuries, the preparation of poisoned arrows by the primitive Indians in the impenetrable 
jungles of South America. 

Almost every scientific study on curare ts introduced by a “historical sketch, and most 
authors use as their point of departure a reference to Curare supposedly made by Sir Walter 
Raleigh in 1595 in his book The Discovery of the Empire of Guana, When this romantic 
hgure of English history (1552-1618) discovered the Arora Indians “as dark as 
negroes, but with straight hair’ on the plains of the Orinoco, he spoke of their 
poisoned arrows and expressed the desire of tinding an antidote for “the winged death 
inflicted by the Indians on the white men with blond beards and greedy blue eyes. 
When he returned to England (there were no medical men with him on the trip), it as 
said that he brought back, hidden in a chest in his stateroom, samples of curare the 
same curare which two hundred years later would become one of the most) precious 
weapons in the modern therapeutic arsenal. 

But the truth is that, although Sir Walter Raleigh did say that the Spaniards used 
garlic yume as a cure tor poisoning from arrows “tal thint” (curare?), it has 
never been proved that he brought curare to Europe or that he even mentioncd it in 
his writings. 

After quoting Sir Walter Raleigh, writers generally refer to the reports of Alexander 
von Humboldt (1769-1859), the first European to witness the preparation of curare 
in the town of Esmeralda on the banks of the Upper Orinoco, This experrence Humboldt 
has described in his immortal Voyage an regions equinoriales du nonutean continent 

Humboldt's book takes us back to the steaming jungle where the “master of curare” 
distilled the poison from plants using an carthen cauldron as crucible and rolled plantain 
leaves as filtering funnel, while the Indians who had brought the plants from a certain 
plac near the Paramo river celebrated their return with feasts and drunken orgies in 
the midst of a forest alive with mystery 

After Humboldt, writers usually quote the works of Waterton, Schomburgk, and 
Quelh; they reter to the contributions of Virchow, Bohm, and Claude Bernard, pre- 
cursors in the modern use of curare in therapeutics; then they relate the great adventure 
ot Richard C. Gill, the first American to bring to the United States samples of curarc 


thot were to open up a new horizon for medicine and surgery 


"With deep appreciation to my colleagues, Arthur M. Sackler, M.D.; Raymond R. Sackler, M.D; 
Manetta Lutze Sackler, M.D.; Mortimer D. Sackler, M.D.; and Co Tui, M.D., whose devoted collab 
ation stimulated this work, presented as an original lecture at the XPT International Congress of 
the History of Medicine in Amsterdam, Holland, 1950 
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This method of presentation gives only a partial history of curare, It neglects the 
contributions made by pre-Columbian Indo-America and by the Spain of the fifteenth and 
centuries, It also neglects an indispensable piece in the great of medico- 
hustorical problems that, like the beads of a necklace, are strung together, forming the 
mystery of the origin of the ‘fying death’ and poisoned arrows. 


To begin a “historical” sketch of curere with Sir Walter Raleigh in the sixteenth 
century, as many authors do. is to fail to point up the three enigmas in the his- 
tory of curare: the aboriginal culture of poisoned arrows, the use of curare by the 
primitive peoples of the American continent, and the Spanish contribution to the 
knowledge of curare before Sir Walter Raleigh. Let us try here to outline these three 
enigmas, thus ending this “historical” sketch of curare where most others begin, that ts, 
with Sir Walter Raleigh. This is therefore in the manner of an introduction to that 
other familiar introduction —— like the tuning up of the orchestra before the concert begins. 


I. THE CULTURE OF POISONED ARROWS* 


As we study ancient maps of the world, we observe that the so-called “culture ot 
po.soned arrows’ once embraced almost all of Africa, Central and Southern Europe, 
plus the entire Mediterranean basin. It spread to Asta and included the Pacific Islands, 
trom Sucz to the Behring Sea, from New Zealand to the Gobi desert, forming a belt 
all around the carth which comprised a wide variety of peoples: Greeks and Romans, 
Celts, Datians, Dalmatians and Scythians, as well as the peoples on the shores of the 
Caspian Sea and in the Caucasus, the Medes and the Persians. 


Certain tribes of Africa and Asia used arrows poisoned with substances causing 
inflammatory reactions; in Moorish Spain, other parts of Asia, Nepal, Burma, and 
Yunnan, the poisons used were of the aconite type affecting the respiratory system 
Arabic Spain, Togoland, Bagana, Bonga, Somaliland, and Wataita, as well as other tribes 
of Africa, Cochinchina, Malaca, Sumatra, Bali, and the Philippines, used poisons affecting 
the heart; the Bushmen and Basutos in Africa, the Solomon Islands, and Hebrides, 
used potsons causing convulsions, and of course there was the paralyzing type of poisons 


uscd by tribes in South America. 


As time went on, the range of the poisoned arrow began to shrink as it was replaced 


by other weapons, Today, the areas where poisoned arrows are still used to kill man 


are limited to Maganja and other African territories, Burma, Yunnan, and some Asiatic 
zones. In South America the use of potsoned arrows is now confined to less than 
half of the northern part of the continent. Nevertheless, there are now about a million 
and a half South American Indians who use blowguns and poisoned arrows, 


One of the main dithculties in trying to trace the present-day geographical boundaries 
of curare on a map lies in the infinite variations in spelling used by the Indians of 
South America for their towns and rivers, many of which have several different names. 


The reader interested in the history of curare is advised to consult the splendid book, Carare, by 


Melntyre and the excellent article by W. Naumann published in 1941 in 
Both works were widely consulted in the preparation of this lecture 
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Stull another dithculty is presented by the fact that in ancient times the name carare 
Was applied indiscriminately to all arrow poisons, whether of the convulsive type, the 
heart-paralyzing type, the aconite type affecting respiration, or the type with inflammatory 
ctfects. It 1s only in the last half century that the word “‘curare’” hay been used to 
designate a certain chemically identitiable poison, the predominant effect of which ts 
paralysis of the voluntary muscles. Paradoxically, a curarized arrow is terribly lethal 
to 4 quadrumance, only slightly so to a batrachian, and has no effect whatsoever when 


introduced in the fat of a pig or the horn of an animal. 

In his excellent study of curare, McIntyre states that the word carare ts a generic 
term applied without distinction to all South American poisons used on arrows, whereas 
only some of them are rcally curares in the strict sense of the word, while the others 
are not even muscle-paralyzing agents. There are those who even claim that curare is a 
poison similar to strychnine, whereas curare is not a convulsant, but a muscle-relaxing 
agent that may be fatal because of the cardiorespiratory paralysis it induces. 

The word carare 1s not of Indian origin, nor did the Jesuit Acufia com it, as it has 
been claimed. According to the Brazilian naturalist Barbosa Rodriguez, the Indian word 
for poison, w/raery, derives from asa, bird, and cor, to kill. The word used by Humboldt 
to imitate the indigenous sound meaning poison was asrary, which subsequently under- 
went numerous phonetic changes, including awrare, avara, worals, woorara, and 
soon, until it became carare, the word universally used today. 

It has been pointed out by McIntyre that the connection between the word canare 
and the idea of poisoned arrows is apparent when we consider that the word employed 
today to reter to the science which treats of poisons, i¢., “Toxiology, and its deriva: 
tives, derive from the Greek /oxon, meaning bow , people fond of archery are still called 

toxophilites. The ancient idea ot bow and arrow poison theretore has one and the 
same root, ‘oxen, When in the year 60 A.D. Dioscorides for the first time applied the 
word foxes specifically to poisons, the original meaning of bow and arrow poison was 
forgotten, only to be dug out again later by the probing hands of the archeologists 
of language. 

But geography is not the only dithculty we come up against in tracing the profile 
of the culture of potsoned arrows, we must also determine its historical roots. 

We know that poisoned arrows are among the most ancient weapons in history, It ts 
an indisputable ethnic truth that our civilization is based on our lethal powers, one of 
which is the “flying death,” still the favorite weapon among certain modern primitive 
peoples. But the use of poisoned arrows goes back to paleolithic times. In 1857, in a 
cave in the Pyrences dating back to the paleolithic era, Fintan discovered human fossils, 
in addition to the fossilized bones of animals now extinct. Among the latter he found 
arrowheads made of bone and deer horns, some of which contained grooves to hold 
poison, Later the Celts, Vandals, Gauls, Germans, Datians, and Dalmatians of the 
Adriati and the Danube used hunting weapons poisoned with vegetable juices and 
snake poisons. 

References to poisoned arrows in mythology, literature, and history, as well as in the 
Bible, are as abundant as they are colorful. The poet of the Psalms (6:4) wrote, “Do not 
fear the terror of the night, the arrow that flies only in the day, the plague that creeps 
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in the darkness, the contagious disease that comes in the afternoon.” In the Book of Job 
we find, “Because the arrows of the Almighty have pierced me and my soul is drinking 
their poison. 

According to Greek legend, contagious diseases and other types of sickness were caused 
by invisible arrows shot by malign gods and destructive demons. It was an angry Apollo 
who, with his bow, shot an arrow ‘causing pestilence among the Greeks, The Scythians, 
in hunting and warfare, used animal poisons mixed with human blood, Homer (Od) s1€) 
1:260) mentioned that Odysseus traveled to Epirus in Corinth to obtain a salve or oint- 
ment, fatal to man, with which to poison the heads of his arrows, but Hos would not give 
it to him because he fcared the wrath of the gods, Aclianus said that man learned the 
terrible art of poisoning from wasps which filled their stings with poison from dead 
snakes. 

Horace, Theophrastus, Virgil (Aenend 1X:772), and Ovid mentioned poisoned 
arrows, and these same weapons are referred to in German epics of chivalry, In verse 
3259 Triitan and we read: “Suddenly a frightening knight appeared with a 
poisoned arrow and pierced Tristan only once, but Tristan knew that he was fatally 


wounded. 


HW. CURARE AND THE PRIMITIVE INDO-AMERICAN 


The psychology of primitive man ts like that of an infant in that aggressiveness pre- 
cedes self-detense in the disposition of his instincts. It follows that curare must have 
been used as 2 weapon of aggression before it was used as a means of protection 
against ilness and death, 

We do not cxactly know how the aboriginal American Indian stumbled onto the 
idea of increasing the effectiveness of his weapons by poroning them. According to 
Richard ©. Gill, it happened in any one of four ways: a) the ancient Indians first 
becam. conscious of and then tried to imitate the poisonous stings of snakes; b) when 
they tried to cure their wounds with the sap of plants and trees, they accidentally dis- 
covered toxic substances in the sap; c) they noticed that as a result of wounds caused 
by weapons smeared with dried blood there developed septicemia, which prompted 
them to use animal poisons and later vegetable poisons; d) when they noticed that 
animals perished after eating certain plants, they used the juices of these same plants 
to potson their arrows. Certain plant names currently used in England, like cowhane, 
wwhane, wolfihane, contain the suthx derived from the Anglo-Saxon bana which 
means 

Poisoned arrows have been used down through the centuries. Until recently the Indians 
of New Hebrides used arrowheads fashioned of human bone and smeared with a certain 
type of mud identified as containing tetanus bacils, Hakluyt, ghost writer for Sir Walter 
Raleigh, mentions a similar type of poisoning caused by the wound of an arrow which, 
to judge by the symptoms, must have becn of the tetanus type. 

There are definite indications that curare existed in the pre-Columbian therapeutic 
arsenal of the American Indian, These aboriginals who lived in huts of wood, straw, 
and mud and spent their time cither hunting and fishing or in. orgiastic religious 
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festivals; who knew nothing of the wheel or iron, wheat or horse; who sat before their 
huts grnding corn or preparing manioca; who shared their wide green lands with the 
buffalo, which they hunted on foot with the simplest of weapons; who smoked their 
pipes at night and told tales of hunting expeditions and ghosts, these aboriginals 
developed their medical science by imitating animals and learning empirically from 
their experiences, 

It was a boon for the medicine man to discover the medical virtues of plants and 
Howers, and he gradually sought a specific remedy for each illness. To extract porsons 
left in the flesh by the bite of a snake or a poisoned arrow, he used a hollow tube to 
suck out the dangerous fluid. His medicine was a mixture of magic, ritualistic mysticism, 
and a practical sense of curative measures; he stressed overcoming disease rather than 
tending the attlicted individual, 

It is possible that curare was also used as a therapeutic agent among these primitive 
Indians, With their empirical knowledge, the Indians of Patagonia and the Orinoco 
and the Ticunas, who lived on the shores of the Maranon, may have conceived the 
idea of utilizing curare in their medical concoctions. According to La Condamine, the 
Ticunas sprinkled salt and sugar on their wounds or took them orally as antidotes against 
curare, The wea of the Makushi, studied by Schomburgk in his travels, may have been 
used as a curative in cases of tetanus type convulsions, In the empirical mind of the 
medicine man, the gourds containing the dark syrup may have figured as a source of 
life as well as of death. 

Once the aboriginal Indians discovered the deadly powers of curare, it is highly 
unlikely that they probed no further. We know that in the Upper Orinoco and in the 
vicinity of the Rio Negro the Indians swallowed curare and claimed to be immune to 
its toxic effects. This legend, now disproved, seems to point to the desire of the medicine 
man to try the curative powers of curare, since he was already acquainted with its lethal 
ctfects. Such experiments must have caused many deaths, but perhaps during these tests 
the primitive medicine man, bent over his vegetable alembic and watching the dripping ot 
the deadly juice, may have perceived some of those very properties which the modern 
methodical scientist has discovered in his laboratory. 

Richard ©. Gill relates that the flesh of any animal killed in the hunt by curare ts 
perfectly edible. According to the Indian folklore of Ecuador, moderate quantities of 
curare taken orally are not harmful. Gill actually saw some Indians lick off small quan 
tities of curare sticking to their fingers, which they asserted had a stomachic effect. 


He himself frequently tasted drops of curare and ate any number of animals killed by 


curare. The only precaution he saw the Indians adopt was to cut off the area in the 
animal's flesh where the poisoned arrow had struck. 

The first confirmation we have that the aboriginal Indians of America used poisoned 
arrows comes from Pietro Martire d'Anghera, native of Lake Maggiore and ‘citizen of 
the universe.” Pedro Martir, as he was known in Spain where he went to mect his adored 
Queen Isabel, was the first to reveal to his astonished contemporaries that there was 
4 new world on the other side of the ocean, His “De Orhe Novo,” published in Spain 
in 1516, was the first history of the New World trom Colurnbus’ tirst trip to about twenty 
years later. In this work he refers several times to poisoned arrows. He relates, and 
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McIntyre quotes him, that in Santa Cruz thirty Spaniards observed a canoe coming 
towards them with eight men and eight women. When the Spaniards attacked the canoe, 
4 fain of arrows fell upon them, and before they could protect themselves with their 
shields, one of them had been killed and another gravely injured by the arrows. Later 
they discovered that these arrows contained a liquid which oozed out when the arrow 
was broken. This is supposed to be the first lay description of the existence of poisoned 
arrows on the American continent. 

In another letter addressed to Pope Leo X, the same author mentioned the fact that 
the natives smeared their arrows with the juice of a "poisonous herb of fatal effect,” 
and that no remedy was known until the natives of Hispaniola discovered an herb that 
contained an antidotal juice. He also said that the cauterization of wounds might be a 
cure and that the Indians manufactured their arrows from certain kinds of palms and 
poisoned them with an ointment compounded of ants’ heads, scorpions’ stings, and 
vegetable juices prepared by old women who were locked away for two days to fulfill 
their task. After two days, if the women were not found half-dead from the vapors 
of the poison, they were severely punished. 

This means that less than half a century after the discovery of America, it was known 
that several types of poisoned arrows existed; that the poison was obtained by distilling 
certain plants; that the arrows were made of palm; that the savages knew of antidotes. 
that wounds were cauterized; and that the poison was prepared by mysterious old women. 

We should also point out that references are made to poisoned arrows in the writings 
ot Fray Bartolomé de las Casas, Oviedo, Cristobal de Acuita, Gumilla, and the Jesuits, 
Herrera and Gomara. The latter (1510-1560) in his Historta General de las Indias 
mentions several types of poisons whose effectiveness depended on their ingredients 
snakes’ blood, ants heads, certain types of rubber and other plants. 

According to the Historia de las Indias written by Fray Bartolomé de las Casas in 
1561 (but not published until 1875), when Amerigo Vespucci reached the New World 
he was met by a dozen canoes carrying warriors and sixteen maidens. After they had 
climbed on board, the old women of the nearby Indian village began to shriek, whereupon 
the girls jumped into the water, and their companions shot poisoned arrows at the 
Spanish crew, The author seys that the antidote used was seawater, which coincides with 
the Indians’ use of plain salt. 

The historiographer, Oviedo y Valdés, who was Columbus friend, was the first to 
describe the structure of the arrows. He says that in 1535, when Rodrigo de Bastidas 
wes near the mouth of a “great river” (the Orinoco’), he observed that the Caribbean 
Indians used a lethal poison in their arrows, compounded of an herb, which they smeared 
on the heads of their arrows made of cane or the sharp tecth of fish. The wounds inflicted 
were fatal, ‘no matter how little they bled.” 

The Italian Antonio Pigafetta, who circumnavigated the globe with Magellan, wrote 
in his Viaggio fatto dagls Spagnols, printed in 1539. that in Patagonia in Jure 1520 
one of his soldiers landed and was killed by a poisoned arrow. 

Antonio de Herrera, othcial chronicler of Philip Hl and Philip TIL, in his narration 
of Francisco de Orellana’s journey through the Amazon from Quito to the Atlantic, 
mentions that during this trip, made by boat because the jungle was impassible, Orellana 
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came across Indians with pooned arrows, and a certain Garcia de Soria was killed, 


although the poisoned arrow ',penctrated only about halt a finger deep. 


That portentous Inca, Garcilaso de la Vega, describing the tragic expedition of 
Gonzalo Pizarro to the land of cinnamon, sp.aks of poisons used by the Indians, 


And then, of course, we must not neglect the fabulous expedition of the Marafionces, 
who crossed the Amazon by going east and reached Trinidad and the Island of Santa 
Margarita, It was on this expedition that the tragedy of Machifaro occurred, when the 
mad don Lope de Aguirre had don Pedro de Ursua, the leader of the expedition 
assassinated. During this trip the Spaniards came across Indians who shot poisoned 


arrows at them from the foliage of the jungle. 


Hl, THE CONTRIBUTION OF THE SPANIARDS TO THE KNOWLEDGE OF CURARE 


It is gratifying to vindicate the Spanish contribution to the knowledge of curare. 

Bored with sailing their ships through the Mediterranean, which they could navigate 
by heart; lured by the stories of the Vikings, who had reached uncharted lands, by pieces 
of wood they found floating in their route eastward and which bore strange carvings 
done by mysterious hands beyond the Atlantic, by legends of Marco Polo, and by the 
Lanrentium Portolono, a masterpiece of Italian cartography which showed the so-called 
“Atlantic Isles’; impelled by the dream of reaching Cathay by sailing westward, and 
guided by the stars, the Spanish sailors anchored their ships one night under the virgin 
stars of the American sky. And so, on an all-important day for American civilization 
men with long beards, pale faces, and shining armor, mounted on fabulous animals 
never before seen on this continent appeared in the dense torests, It was the beginning 
of Spain's exploits in America, 

In a letter written by the Sevillian don Diego Alvarez de Chanca, who was Columbus 
doctor, to the municipal authorities of Seville—the “great happy port” of Spain in the 
sixteenth century—concerning the flora, fauna, anthropology, and ethnology of the 
Americas, no mention is made of curare. But long before the story of curare was sup- 
posed to have come to Europe through the medium of Sir Walter Raleigh, the Spanish 


Conquistadores were tighting their way with pick and lance, horse and banner, through 
the thickets and brambles of the New World. On many occasions poisoned arrows struck 
them down. And since the Spaniards of the time were men possessed not only of a 
tremendous urge for adventure and power, but also of a great curiosity and a genius for 
observation, there were those who, like Diego Alvarez de Chanca and Bernal Diaz, 


wrote down what they saw and mentioned poisoned arrows. 

Alvar Nufiez Cabeza de Vaca, that powerful Extremaduran of superhuman courage 
and fortitude, who set foot on American soil thirty-five years after Columbus and sixty- 
cight years before Sir Walter Raleigh, led his troops of farmers, soldiers, merchants, 
and sailors in the most fabulous undertaking of the Conquest. Starting trom Tampa Bay, 
he covered almost all of North America, from ocean to ocean, crossing Texas, Sonora, 
and Chihuaha; fording the Mississippi, the Colorado, and the Rio de la Plata; crossing 
Paraguay, and meeting Pizzaro’s Indians on the Iguali river in Bolivia, thus uniting two 
Spanish expeditions that had started from the opposite coasts of South America. 


T06 ° december 1951 INTERNATIONAL RECORD OF MEDICINE 


| 


In Cabeza de Vaca’s Naafragios Comentarios, published in 1542, there are many 
references to poisoned arrows which were deadly simply because of the mechanical trauma 
they caused, In chapter XVII of his Comentarios, he refers to some © Christians” wounded 
in skirmishes with the Indians of Tabere and Guazani, He says: “They {the wounded 
Christians} were sent to the city of Ascensié to be treated, and four or five of them 
died because of excesses they committed, since their wounds were slight and not at all 
dangerous or fatal. One of them had been scratched on the side of the nose by an 
arrow, and he died becawse the arrows had been smeared with juices of grass. Those who 
are wounded in this way should be careful not to indulge in excessive intercourse with 


women, otherwise, there is no reason to fear the herbs of that land.” 

The book abounds in allusions to poisoned arrows, After all, these Spanish expeditions 
took place in the heart of the geographical zone of curare, Cabcza de Vaca also reters 
to the preparation by the Indians of the poison in clay pots, the thick contents of which 


they smeared on the arrows they shot at the Conquistadores. 

The most basic contribution of the Spaniards to the knowledge of curare was the 
work of a physician, Nicolas Monardes (1493-1588), graduate of the University ot 
Alkala de Henares, who, without ever leaving his native Seville, devoted himselt to 
collecting specimens of plants and herbs —sarsaparilla, resine, guayabo, sassatras- brought 
by ships returning from the West Indies. He was the first to write a Spanish Pharma 
copeia in which a study of curare was made, In 1554 he founded a museum where he 
cexlubited everything produced in the West Indies. This museum was considered a section 
ol the Museum of Natural Sciences and contained a botanical garden including a parcel 
of land alive and fragrant with American flora which had been brought over, plant by 
plant, by Spanish ships. 

Niolas Monardes was the first doctor anywhere to write about poisoned arrows in 
his medical history of the Now World, entitled Srmpliciam medicamentorum ex novo 
delatovum historia. His tirst work, published in Seville in 1565, is entitled 
Historia Medteimal que trata de las cosas que se traen de nuestras Indias Occidentales, 
(History of Medicine Dealing with Things Brought trom Our West Indices) and bears 
the following subtitle: “Dos libros. al uso de Medtema, y como se ha usar de la vay 
del Mechoacan purga excelentssima./ El otra lrbve, trata de dos cinas marat 
que von contra to” do veneno, la piedva Bezaar, y la verua Escuerconera, Con la Cura 
de los Venenados, 0 veran muchos secretos de naturaleza de medicina, con grandes 
esperiencias,/ Agora nuenamente compuestos por el Doctor Mo nardes, medi 
de Sevilla. Con el pruitlegto de su Magestad 1565, (Two books. One dealing with 
all things brought from our West Indies which can be used as Medicine and how the 
root of Mechoacan an excellent laxative is to be used. The second book deals with two 
marvellous medicines which are against all poison, the Bezaar stone and the Escuerconera 
grass. The cure of those poisoned, and many secrets of nature and medicine, with great 
adventures. Now compiled by Doctor Niculoso Monardes, doctor ot Seville Privileged 
by His Majesty 1565.) 

The above work is concerned with American Medicinal herbs, among them tobacco, 
used by the Indians as curatives and introduced in Europe by Monardes in 1558, when 


Raleigh was still a child. It was reprinted in 1569, and two years later Monardes brought 
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Caribes en y manera dicha eftingue malicia de! veneno, 
Riso para fechar lad «lo que haria va Caaténo,ylas demas obras chirur 
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quando pelean con log ci vorujo della, y bien ligado te otro 
Car 


Photograph of pages 34 and 35 of Part One, entitled “De las cosas que traen de las Indias que 
siren al uso de Medicina.” of the edition of the book by Nicolas Monardes which is now in the 
allection of the Botanical Garden in Madrid, obtained through the courtesy of Dr. F. Bustinza. In 


the photographed fragment, among other various uses for tobacco described by Nicolas Monardes 


such as in the treatment of toothaches, carbuncles and several types of poisonings, we read of its 
se as an antidote to poisoned arrows the poison is certainly curare with which the Carribean 
Indians wounded the conquistadores, “The Cannibalistic Carribean Indians shoot arrows poisoned 
with an herb or a composite of many poisons which they aim at evervthing they wish to kill, and 
this poison is se harmful and so pernicious that it is fatal bevond hope, and the wounded die in 
reat pain and cinvulsions ... and no remedy has been found for this terrible illness.” And Jater 
ti i lds Some time age, some Carribean Indians setooutoin canoes for San Juan de Puerto Rico to 
W Indians of Spaniards they Id tind, and they came to a plantation and killed a few 
Ind ims and Spaniards and wounded many. Since the foreigners did not have corrosive sublimiate to 
cure them, it was decided to treat them with tobacco juice or the skin of pressed grapes, and God 
that. as these hes were applied, pains, ravings and spells. trom which they 
used to die, were relieved, Thus the power of the poison was removed. and the wounds were cured. 
ind everyone was amazed and the islanders, being acquainted with this cure, are now using it for 
wounds received when tighting the Caribs. And they are no longer afraid, for they have found such 


i great remedy for such a desperate menace.” 
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Photograph of page 132 of “Florae Peravianae, et chilensis Prodromus, Sive novorum generum 
plantarum Peruvianum, et chilensium deseriptiones, et icones,” in which appears a description of 
the species, Chondodendendron, An illustration of this plant may be found in “Flora Brasilienses” 


by Martius in the collection of the Botanical Gardens of the Bronx Park in New York 
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out a complementary work. Much later he combined both parts in one volume and added 
a third part. The complete work was published tn Seville in 1580. A’ Latin translation 
Was printed in Antwerp in 1580, an Italian translation was printed in Venice in 1585; 
and a French translation in Lyons in 1619. An English translation was done in Antwerp 
in 1579, bearing the title: Joyfall Newes out of the New founde worlde. 

In the last work we rcad that some people who were sailing to San Juan, Puerto Rico 
( certain wild people who were sailing to Saint John on Depuerto Rico, for to shoote 
at Indians or Spaniardes, if that they might tinde them”) wounded several Indians and 
Spaniards and, as they had no sublimate to treat them with, applied tobacco juice and 
ground tobacco leaves to the wounds as antidotes, thus saving them from death. Earlier 
in the work, Morardes alludes to the fact that “the Indian savages smear on their 
arrows some herb or concoction made of many poisons, which they shoot at any thing 
they wish to kill, and this poison is so pernicious that it causes great pains, accidents, 
madness, ard is irremediably fatal. 

Monardes’ monumental work provided the inspiration for the eminent Toledan and 
personal phystcaian to Philip Il, Francisco Hernandez (1514-1587), who, in his capacity 
's Protomedico or head doctor of the Indics, tested the effects of the medicinal herbs 
of New Spain (Mexico) not only in the Spanish hospitals of the New World but also 
on himself. When Hernandez returned to Spain, he devoted nine years to preparing his 
manuscripts and drawings for the press; in all, they made up 26 volumes. Philip II 
had the work bound in 16 grecn leather de luxe volumes with corner brackets of gold 
and silver, and they were made part of the library of the Escorial Monastery in 1577 
where they were destroyed in the fire of 1671, 

Finally we must not forget another Spaniard, Hipélito Ruiz, (1754-1816) who made a 
scientific expedition to the Americas and studied the Menisperaceae plant (which he bap- 
tized Chondodendrum tomentosum), from which we get curare today. 


SUMMARY 


The use of curare as a poison for arrows is a historical fact which must be considered 
within the anthropological and ethnical scope of the culture of poisoned arrows: curare 
was used not only as a potson, but also therapeutically by the aboriginal Indians of 
America; sixty-eight years before Sir Walter Raleigh was supposed to have introduced 
curare into Europe, poisoned arrows had been described by the Spaniard Alvar Nunez 
Cabez. de Vaca, the plant from which curare is extracted had been described by another 
Spaniard, Hipélito Ruiz, and curare itself had been studied by the Sevillian doctor, 
Nicolas Monardes. 

A more thorough study of the three enigmas of curare might provide the missing 
links in the history of this drug, which now stands like one of those stone bridges with 


part of its original arch broken off, obliging us to reconstruct its original lines with 


our imagination, 
The rest of the story of the “flying death,” from Sir Walter Raleigh on, and how 


the scientists converted it into a fountain of life, ts well known. Here we have merely 
made an attempt to cut through the age-old jungle of the history of curare to get loser to 


the mystery of its origin. 
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RECENT ADVANCES IN THE PHARMACOLOGY OF CURARE 


4. R. Melntyre, Ph.D... M.D. 


DEPARTMENT OF PITYSIOLOGY AND PHARMACOLOGY 
NIVERSITY OF NEBRASKA COLLEGE OF MEDICINE 
OMATIA, NEBRASKA 


The classical effeet of curare upon the neuromyal junction appears to be effected 
in two separate phases. The first results in the gradual failure of the muscle to 
respond to repetitive indirect (tetanizing) stimuli while the response to an indirect 
single stimulus is virtually normal. Later the musele fails to respond to. single 
indirect: shocks. Restoration of musele response to indirect shocks may be briefly 
restored by application of tetanizing shocks to the nerve, application of galvanic 
current to the junction, and by various ions, notably calcium. Recent experiments 
indicate that the early effect of curare may be associated with a decrease in resting 
membrane potential at the end-plate region. Final and complete curarization app ars 
to be best explained by blockade of transmitter. Furthermore. investigations upon 
transmission at autonomic ganglia as modified by curare indicate that the effects 
observed may be associated with modification of the slow components of electrical 
activity. [It appears that the early effects of curare upon synapses. both neuroneural 
and neuromval, are readily reversible: the latter effects, associated with block of 
transmitter, are less so. and may, under certain conditions. become irreversible. 
The significance of these findings upon muscle tone as influenced by curare will 


he discussed. 


*Presented here are abstracts of the Conference on Curare and Anti-Curare Agents which was 
held by The New York Academy of Sciences on June 21 and 22, 1951. The original papers will be 
published in a monograph by The New York Academy of Sciences, Annals Series 


: 


THE PHARMACOLOGY OF CALABASH CURARE 


David Fielding Marsh 


PELPART MENT OF PHARMACOLOGY 
WEST VINGINTA UNIVERSITY SCHOOL GF MEDICINE 
MORGANTOWN, WEST VIRGINIA 


The term, “calabash curare.” refers to crude curare obtained from the Middle 
and High Orinoco region (Venezuela and Columbia). It is primarily prepared from 
the Strvehnos species and was at one time packed in small gourds, Paper chro- 
matography indicates the presence of least very similar alkaloids 
in calabash curare; 18 of these have been separated and des- 
cribed: 12 have been at least partly pharmacologically investigated. Twelve alka- 
loids (C0 have been isolated Stryehnos toxifera bark 
(British Guianat; at least 9 of these have been investigated: and other Strychnos 
species contain some similar materials, 

Only minute amounts of pure materials have been available for pharmacological 
investigation and the few experiments carried out have had to be critically designed 


to employ a minimum of material. The general activity is summarized in the table. 
Not all of these agents produce the typical skeletal muscle paralysis: some of the 
agents also produce respiratory stimulation and one, at least. produces convulsions. 
In spite of their apparent chemical similarity, they differ widely in quantitative and 


qualitative activity. 

Doses of 15 pe. Ctoxiferine-T chloride or 75 ye. Cecurarine-1 chloride per Keg. 
in the barbitalized cat produce abolition of the nerve stimulated gastrocnemius 
musele response, but do not markedly change the blood pressure or pulse rate. 

Head drop oceurs in dogs that receive 28 micrograms of C-curarine-L or 4.9-5.1 
of C-toxiferine-1 per Kg. Although the onset is slightly slower and the effects are 
more prolonged than with d-tuboeurarine (1700 ee. there is nausea. vomit 
ing. apparent loss of consciousness, or central stimulation. 

Since Cecurarine-T and C-toxiferine-T do not have any obvious side effects. thes 
might be useful ino man adequate quantities become available, C-toxiferine-| is 
particularly interesting since it is the most potent naturally occurring curariform 


agent known, and vet it contains only one quaternary ammonium nitrogen atom, 


THE TSOLATION AND TDENTIFICATION OF ADDITIONAL 
PHYSIOLOGICALLY ACTIVE ALKALOIDS IN ENTRACTS OF 
CHONDODENDRON TEMENTOSUM RUIZ AND PAVON 


James D. Dutcher 


THE FOR MEDTOAL 
NEW BRENSWICK, NEW JERSEY 


\< a result of the critical examination of the purity of d-tubocurarine chlorid 
preparations, it became apparent that additional quaternary alkaloids were present 
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in the extracts of Chondodendron tomentosum R. and Poo Wt had always been a 
puzzling observation that only about 10 to 50 per cent of the physiological activity 
of the extracts was obtained in’ the yields of crystalline d-tubocurarine chloride 
Many attempts to obtain additional quantities of this material from the mother liquors 
had been made but without success. 

Because of the small but significant variation in bio-poteney of commercial batches 
of d-tubocurarine chloride, it became of importance to establish the reasons for 
the variability, especially for the batches where the potency was significantly in- 
creased, The most logieal assumption was that material of higher poteney than 
d-tubocurarine must be present. This was clearly demonstrated by repeated ery 
tallizations of d-tubocurarine chloride preparations. when the mother liquor solids 
were found to have an increased potency while the purified erystalline product at- 
tained a constant potency, 

Since it had been found that quaternization of d-chondocurine. a tertiary alkaloid 
present in Chondodendron tomentosum extracts, yielded a quaternary alkaloid with 
three times the poteney of d-tubocurarine, it appeared as a reasonable hypothesis 
that this quaternary alkaloid might be present in the plant extract and be respon: 
sible for the higher potencies: the obstacle in the path of isolation and characteri- 
zation of this alkaloid was the inability to obtain it or a derivative of it in erystalline 
form. Finally, conditions were found under which the iodide salt’ of quaternized 
d-condocurine could be crystallized. Inthe light of this finding. the amorphous 
mother liquor material was converted to the iodide salt and chromatographed. From 
several of the chromatogram fractions the characteristic erystals of d-chondocurarine 
iodide were obtained, thus demonstrating without any question the presence of this 
alkaloid in the plant extract. 

With a view to obtaining a more quantitative measure of the relative amounts of 
d-tubocurarine and d-chondocurarine present in the plant extracts, the technique of 
paper chromatography has been applied and systems devised for the resolution of 
these alkaloids. It soon became apparent that there were several quaternary alkaloids 
present in the extracts. in addition to the two already isolated. One of these has 
now been isolated in crystalline form. Tt is a leverotatory alkaloid. but is not the 
enantiomorph of d-tubocurarine or d-chondocurarine: neither is it the quaternary 
base related to Leurine. another tertiary base present in extracts of Chondodendron 
tomentosum, This latter quaternary base. which would be called /curarine. has been 
prepared from the tertiary base. but differs in’ properties from the one isolated. 
The new alkaloid. which has been tentatively named /-tomentocurarine. has a lower 
hiewetivity than -eurarine: approximately unit mg. for the iodide in comparison 
with 5 units mg. for the iodide of Lcurarine. 

The svstems developed for the paper chromatography of these alkaloids are 
also useful for establishing the homogeneity of d-tubocurarine chloride preparations. 
and the examination of several of these has confirmed the original observations that 
other alkaloids are present to a greater or lesser degree in most preparation. This 
finding serves to emphasize the need for constant biological control of this product 
rather than seeking to base a poteney value on the measurement of physical proper- 


ties alone. 
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“CURARISATION’ OF DENERV ATED MUSCLE 
L. W. Jarcho, B. Berman, C. Eyzaguirre and J. L. Lilienthal, Jr. 


DEPARTMENTS OF MEDICINE AND ENVIRONMENTAL MEDICINE 
THE JOHNS HOPKINS NIVERSITY AND Hosprral 
BALTIMORE, MARYLAND 


In the course of a study (Amer. J. Physiol... 1950, 162: 475-488) of the pharma- 
ecological activity of ©... a series of observations was made comparing the effects 
of this drug with those of d-tubocurarine. Paralysis of normally innervated muscle 
by either drug was accompanied by qualitatively similar events in end-plate potentials 
recorded at the neuromuscular junction, but distinet differences appeared when the 
test object was chronically denervated. Thus, the demarcation potential of denervated 
muscle was decreased by but not by d-tubocurarine. Again, twitch tension in 
response to direct stimulation was decreased by C,,. but not by d-tubocurarine. Either 
effect of could be prevented by previous injection of d-tubocurarine. Tt) was 
inferred that both drugs act not only at the end-plate. but also elsewhere along the 
musele fibre; that at this second locus their actions are dissimilar. A_ differential 
effect upon the action potentials of fibrillation was interpreted as consistent with this 
hypothesis. These observations have been extended with the aid of a new method 
for localizing the origin of fibrillary potentials. Comparisons between the two drugs 
again indicate that both have important pharmacological actions at a distance from 
the neuromuscular junction. 


THE PHARMACOLOGY OF DECAMETHONTUM 
W. D. M. Paton 


MEDICAL RESEARCH COUNCIL 
NATIONAL INSTITETE FOR MEDICAL RESPARCH 
LONDON, ENGLAND 


Neuromuscular block by decamethonium, although superficially like that by d-tubo- 
curarine, differs from the latter in many respects, most of which have been described 
in earlier papers. This difference rests on a different: mode of action, Whereas 
d-Aubocurarine simply prevents depolarization of the end-plate region by acetylcholine, 
decamethonium itself causes such a depolarization, This depolarization produces 
neuromuscular block by lessening the size of the end-plate potential and (because the 
depolarization persists) by rendering the muscle membrane immediately surrounding 
the end-plates inexcitable, The depolarized end-plate zone presents a barrier to the 
propagation of excitation along the muscle fibre. Removal of the depolarization 


electrically restores neuromuscular transmission, All the effects of decamethonium 
at the end-plate can be mimicked by acetyleholine (if saved from destruction by 
cholinesterase) and by depolarization electrically. 

Implications of this work will be discussed: 

1) Clarification of terminology, with the suggestion that such terms as “curare-like” 
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he restricted to drugs which do not depolarize the end-plate, but raise its threshold 
to acetylcholine. Drugs like decamethonium may be termed “depolarizing” or “per: 
excitatory.” 

2) Interpretation of the action of some recent antagonists to curare which are 
relatively free from anticholinesterase activity; it seems probable that these are de- 
polarizing drugs and will display some of the properties of decamethonium, 

3) Information gained about the physiology of neuromuscular transmission, and 
the extension of this type of analysis to other synopsis. 


SYNTHETIC. DRUGS INFLUENCING NEL ROMUESCULAR ACTIVITY 
Edwin J. De Beer, Julio C. Castillo, Arthur P. Phillips, Roceo Fanelli, 


1. Lloyd Wnuck and Stata Norton 


LABORATORIES 
YORK 


THE WELLCOME 


TLORATIOER, 


NEW 


The discovery by Barlow and Ing, and Paton and Zaimis, that a relatively simple 
compound (decamethonium bromide) possesses myoneural blocking properties of 
practical clinical value, stimulated the synthesis of related compounds and the phar- 
macological study of their actions at the myoneural junction, 

In our experience, any alterations in the decamethylene chain tended to alter 
the myoneural blocking power. Usually a loss in poteney was experienced, Study 
of a series of compounds, in which ester groups were incorporated in’ the chain, 
revealed that the modification apparently shortened the duration of the effect al- 
though many members still retained considerable potency. Substitution of amide 
linkages for ester groups resulted in a virtual loss of myoneural blocking properties, 
vet these compounds were found to potentiate strongly the curariform properties of 


the esters. 
The replacement of portions of the decamethylene chain by various cyclic  strue- 
tures such as phenyl rings or piperidine groups afforded the means of studying many 


additional variants. A strongly active myoneural blocking agent was found in a 
series of d-stilbazoline derivatives. Its action, however. was found to be directly 


antagonized by the corresponding 2-substitution compound, 

The curariform properties of all the series examined so far have proven to be 
quite sensitive to variations in the quaternary nitrogen substituents. For example. 
if but one methyl group is replaced by an ethyl group in certain members of the 
stilbazoline series, myoneural blocking power is substantially reduced. On the other 
hand, it has been discovered that certain compounds of the stilbazoline series still 
exhibit myoneural blocking action even though the number of quaternary nitrogen 
groups has been reduced to one, 

Evidence has been accumulated which indicates the existence of correlation between 
the effects of certain drugs on the nicotinie action of acetylcholine and their effects 
on the behavior of certain types of myoneural blocking agents. A study of these and 
other pharmacological relationships may throw further light on the fundamental 
processes involved in the transmission of impulses from nerve to muscle. 
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PHARMACOLOGY OF FLANEDIL 


alter F, Riker and ( escort 


UNIVERSITY MEDICAL COLLEGH 
NEW YORK, NEW YORK 


The synthesis and the characteristic curare-like action of the tri-iodo salt: of tris 
(triethylaminoethoxy) 1, 2, 3. benzeme, to which the name Flaxedil has been given, 
was deseribed by Bovet and his associates in 1047, This synthetic compound is of 
particular interest beeause it- produces a neuronruscular blockade, the features of 


Which are strikingly similar to those of d-tubocurarine. 

Initial experiments were directed toward a comparison between the actions 
Flaxedil and d-tubocurarine on neuromuscular function. The paralysis produced 
Flaxedil, like that of d-tubocurarine, resulted from a disruption of transmission 
the functional region, The sensitivity of this blockade to a characteristic anti-curare 
agent (3-ON trimethylphenylammonium bromide) was indistinguishable from that of 
d-tubocurarine and thus provided indirect evidence for the identity of the intimate 
mechanisms of actions of these two substances, 

Unlike d-tubocurarine, Flaxedil neither blocks ganglionic transmission nor effects 
histamine release. However, Flaxedil does produce a blockade of the cardiac vagus 
that is similar in poteney and duration to that resulting from atropine. Like the 
neuromuscular blocking action, the vagolytic action of Flaxedil occurs at the neuro- 
effector level and can be antagonized by the trimethylphenylammonium ion. 

Attention has been directed to the structural requisites characterizing the blocking 
actions of Flaxedil. In this regard. the 6 ethyl3 methyl analogue. the ethyLo 
methyl analogue, and the 9 methyl analogue of Flaxedil were studied. These results 
have indicated that the intensity of the blockade of both striated and cardiac muscle 
neuroeflector junctions is dependent on the number of ethyl groups present. How- 
ever, the vagolytic action was found to be considerably more sensitive to the replace- 
ment of the ethyl groups by methyl groups. As a result. the 9-methyl analogue of 
Flaxedil, although somewhat less curariform than Flaxedil. was only weakly vago- 
lytic and this effect was transient although the duration of the neuromuscular block 


was unchanged. 
\ NEW SERIES OF SYNTHETIC CURARE-LIKE 


James O. Hoppe 


PHARMACOLOGY 
STERLING RESEARCH TE 
RENSSELAER, NEW YORK 


Intense curare-like activity was observed in an investigation of the pharmacologi- 


cal properties of a series of ammonium-alkylaminobenzo-quinones, Activity in’ the 
his-quaternary quinone group. in which the distance between the onium nitrogen 
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centers ranged from LL A) to 20 A. resembled that of d-tubocurarine in the mouse 
and ranged from one-half to five times that of d-tubocurarine in the rabbit. Of 
particular interest was the observation that the mono-quaternaries were found to be 
as active as the bis-quaternary quinones. No profound effect on activity was ob- 


served upon changing the distance between the basic nitrogens in the bis-onium 
series or between the basic nitrogen and the Iminoquinone structure in the mono- 


onium series, Dramatic changes in activity. however. were demonstrated by chang 


ing this distance relationship in the homologous mone and bis-aminoquinones, Other 
factors found to influence activity were the basicity of the tertiary amino group, 
nature of the alky! groups on the basie nitrogen, and the integrity of the imino- 
quinone structure. One of the most active compounds investigated was 2.5-bis-(4-die- 


thy chloride (WIN 2747. Mytolon Chlor- 
ide®), In comparison with d-tubocurarine chloride, WIN 2717 was found to be half 


as active in the mouse: twice as active in producing neuromuscular blockade in’ the 


dog nerve-musele preparation; and five times as active by the rabbit head-drop test. 
Effects in the barbitalized dog were characterized by a lack of vasodepressor response 
on the blood pressure. a lack of inhibition of autonomic ganglia, and a failure to 
produce cardiac arrest after the continuous intravenous infusion of as much as 1500 


neuromuscular blocking dosages with the aid of artificial respiration, 


CLINICAL EXPERIENCES WITH DECAMETHONIUME BROMIDE 
CSYNCURINE’) 
Robert D. Dripps 


DEPARTMENT OF ANESTHESIOLOGY 


SCHOOL OF MEDICINE 


PENNSYEV ANITA 
PENNSYLVANIA 


PHILADELPHIA, 


The following observations are based on the administration of deeamethonium 
bromide (Synecurine’) to more than 1000 patients, 
1. Relationship between respiratory depression and relaxation of the abdominal 


musculature. Since the innervation of the lower intercostal and upper abdominal 
muscles is identical. it is difficult to conceive of one group being paralyzed by nerve- 
muscle blocking agents and not the other. Tf this be true. the only explanation for 
the clinical belief that. for a comparable degree of abdominal relaxation, “Svneurine’ 


causes greater depression of respiratory minute volume than does d-tubocurarine. 
must lie in a differential action of these substances on the diaphragm. This has not 


been demonstrated in man, 
2. Hazard of prolonged apnea, If doses comparable to d-tubocurarine are used, 


the incidence of abnormally long respiratory depression is the same for both drugs. 


This is contrary to the belief expressed by some. The question is raised as to whether 
abnormal blood potassium levels may contribute to prolonged nerve-musele block. 


3. Confirming data obtained in animal studies. we have noted that the previous 


administration of d-tubocurarine to anesthetized man appears to reduce or inhibit 


the action of subsequent doses of “Svnecurine. 
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1. Because of the absence of synergism between the drugs, ‘Syncurine’ is useful 
in patients anesthetized with di-ethy! ether in whom excessive doses of d-tubocurarine 
may be more difficult to avoid. 


PHARMACOLOGY OF ANTLCURARE AGENTS 
Wescoe and Walter F. Riker 


CORNELL UNIVERSITY MEDICAL COLLEGE 
NEW YORK, NEW YORK 


Man had knowledge of the classical paralyzing propensity of curare for some 
hundreds of years before he found a means of dissipating this action. It was not 
until 1900 that Pal demonstrated that the alkaloid, physostigmine. dispelled the 
muscular paralysis induced by curare. From that time numerous investigations 
have revealed other types of anti-curare agents. 

There are two major mechanisms by which these diversified agents may oppose 
the action of curare: a direct competition between the antagonist and curare at the 
site of action, or a direct competition between curare and endogenous acetylcholine, 
accumulated as a result’ of cholinesterase inhibition. The importance of structural 
configuration as a determinant of a particular action will be discussed. 

Of considerable pharmacologic significance was the deseription by Aesehlimann 
and Reinert in 1931 of a potent anticurare agent, neostigmine, For many years. 
the powerful anticholinesterase action of this substance was considered as. suflicient 
to account for its prominent musculotropic action. Recently, however, it was shown 


that this compound had a strong direct: stimulating action on the neuromuscular 
apparatus. On the basis of this work, it was possible to develop and study related 
quaternary ammonium compounds in which anticholinesterase activity was mini- 
mized but in which the potent. direct. excitatory action was retained, These com- 
pounds are simple derivatives of the trimethylphenyvlammonium ion. Their pharma- 
cologic effects and the signficance of them will be presented. 


SOME ASPECTS OF THE RELATIONSHIP BETWEEN CHEMICAL 
CONSTITUTION AND CURARE-LIKE ACTIVITY 
Daniel Bovet 
ISTITE TO SUPERIONE DE SANTTA 


ROME, ITALY 


When in 1942 the American workers, Cullen, Griffith, and others applied d-tubo- 
curarine to surgical anesthesia, attention was attracted once more to the possibilities 
of chemically pure curare. 

Chemistry 


Research on new synthetic curare-like substances was first attempted using the 
structure of d-tubocurarine as a model, but. by modifying the molecule by. stages. 
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We arrived at comparatively simple products having analogous properties. 

It has been established that the introduction of two or more ammonium groups 
in the same molecule can increase both the magnitude and the specificity of the 
curarizing action, and that new types of ethers and esters of high molecular weight 


and with several choline groups possess curare-action. 


Pharmacology 


In the light of contemporary research, the definition of a curare-like drug appears 
much more limited than it was in the past. Such substances must comply with the 


three following characteristics which will be discussed ; 
When general symptons, analogous to the ones shown by d-tubocurarine, 


occur also in mammals. 
2) \ hen evidence can be shown of a blocking action. on acety lcholine-sensitive 


receptors on striated muscles, 

3) When the substances exhibit the specificity. which characterizes curare. 

In view of the existence of several types of curare-action, the authors propose to 
give the name of pachveurare to those of whieh the action is more related with 
d-Aubocurarine and flaxedil, and of leptocurare, justified by the linear character of 
the molecule and the small molecular weight, to those which are related to decame- 
thonium and succinvicholine. The difference in the activity is related neither to the 
aliphatic or aromatic character of the molecule, nor to the presence of methyl or 
ethyl groups in the amine. The difference is only relative. and intermediate stages 


ean be found. 


SYNTHETIC CURARE-LIKE AGENTS AND THEDR ANTAGONISTS 
Lowell O. Randall 


PHARMACOLOGY DEPARTMENT 
INC, 


HOPEMANN-LA ROCHE, 
NUTLEY, NEW JERSEY 


The neuromuscular blocking action of d-tubocurarine Cl is readily antagonized 
by Prostigmin and Tensilon (Ro 2.3198, 3-Hydroxy ammonium 
bromide), The anticurare activity of Tensilon is more specific than that of Prostigmin 
and is aecompanied by less side-effects on smooth muscle. circulation and seeretions. 
In animals, Tensilon is superior to related phenolic quaternary ammonium. salts 
such as 3-Hydroxyphenyltrimethylammonium bromide (Re 2-2561). on the basis of 
high anticurare activity. low toxicity. and slight effects on circulation. 

Dimethy] tubocurarine and Flaxedil are effectively antagonized by Prostigmin: 
Tensilon has also been found to antagonize their neuromuscular blocking action. 
Decamethonium and Win 2747 are not antagonized by Prostigmin or Tensilon. 

A new series of bis-quaternary ammonium derivatives. synthesized in our labora- 
tories by L. M. Jampolsky and M. W. Goldberg. have been studied for neuromuscular 
blocking action and for antagonism by Tensilon on cats anesthetized with Dial- 


urethane. 
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High curare-like activity appeared in the compounds having ten to fourteen carbon 
atoms between the nitrogen atoms with the maximum activity at twelve carbons. 
These compounds, which had methyl groups attached to the nitrogen atoms, re 


sembled decamethonium in that their neuromuscular blocking action was not antago 


nized by Tensilon. 


EVALUATION OF CURARIZING DRUGS IN MAN 
CRITIQUE OF EXPERIMENTS OF UNANESTHETIZED SUBJECTS 


Alaus R. Unna and Edward Pelikan 


DEV ART MENT GF PTDARM AGC OF COLLEGE OF MEDICINE 


The quantitative evaluation of curarizing agents intended for therapeutic use in 
man can not be made solely on the basis of experiments involving animal species 


other than man. 

Experiments performed on unanesthetized subjects have been performed which 
characterize. quantitatively, the effects of certain curarizing drugs in man, A sum- 
mary will be given of the results of such experiments with d-tubocurarine, dimethy | 


d-tubocurarine (Meecostrin, Metubiny, decamethvlene-bis (trimethvlammonium. bro- 


mide) Svneurine), and Flaxedil. 

The evaluation of these curarizing drugs in unanesthetized man provides valid and 
reproducible estimates of potency, duration, side effects, and differential effects of 
the drugs on various muscle groups. These findings can be confirmed, but not 
obtained, from clinical experiments performed on anesthetized subjects to quantita: 


tive data obtained in anesthetized patients will be discussed. 
THE EVOLUTION OF THE USE OF CLURARE ANESTHESIOLOGY 


Harold R. Griffith 


ASSOCIATE PROFESSOR AND 
DEPARTMENT OF ANABSTHESIA 
NIVERSETY 
MONTREAL, CANADA 


\ drug to induce muscular relaxation without any other effect on the patient 
had long been in the surgeon's dreams. Deep general anesthesia or spinal anesthesia 
were the only means available to provide good working conditions for difficult: ab- 
dominal operations. and both of these choices of anesthesia carried with them con: 
siderable hazard to the patient. 

The paralyzing effect of curare had been known since the sixteenth century. and 
it had been used in physiological experimentation for nearly a hundred years. Curare 
was given a fairly extensive clinical trial in Europe and America late in the nineteenth 


century, but it was generally considered too toxic for human use. Toxic manifesta- 
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tions were probably due mainly to impurities present in the crude drug which came 
in various types of containers from the Indians of the Amazonian jungle. The 
active ingredients of curare were first made available in identifiable form by Richard 
Gill. and purified by King. Melntvre. Wintersteiner and Dutcher and others in 
1938 to LOO) Burman in 1938 and Bennett in 1939 began using the new prepara- 
tion as a therapeutic injection in spastic paralytic children. The results convinced 
Bennett of the safety of this new type of curare. and he then began te use it for the 
softening of muscle spasms during convulsive shock therapy psychotic patients. 
This led to such a large series of cases that it became evident that the new purified 
curare was not too toxie for clinical use in other fields. 

L. Wright. suggested in that curare might be useful anesthesia, On 
January 23, 1912. at the Homeopathic Hospital of Montreal the first curare was ad- 
ministered to a patient under anesthesia. Dramatically successful results led te fur- 
ther trial by other anesthetists, particuluarly S.C. Cullen of Lowa. and soon its use 
became widespread. Tt is now considered to be almost essential for satisfactory 
general anesthesia in abdominal surgery. There has been remarkable freedom from 
had effects considering the potent activity and the terrifying history of curare. 

Many curare variants and substitutes have been developed recently, and are being 
discussed at this conference. More new drugs with muscle relaxing properties will 
undoubtedly be developed in coming vears. including one now being studied at MeGill, 

benzimidazole. From the point of view of the clinical anesthesiologist. it is con- 
sidered that the safety factors of skill in controlling respiration and maintaining 
adequate oxygenation to all parts of the body are more important to the patient than 
minor differences in the physiological action and toxicity of the various drugs now 
available, Good anesthesiologists can use almost any one of these drags with equally 
satisfactory effect. and the greatest need at present is for the training of more good 


anesthesiologists. 


THE CLINIGAL USE OF d-TEBOCURARINE 


1. Dale Console 


VEDIOAL 


SQUIRE AND SONS 


New NEW YORK 


YORK, 


Although almost a century has elapsed since Claude Bernard deseribed the primary 
pharmacologic action of curare. it has earned its place as a useful tool only in the 
past decade, 

In anesthesia there is no longer any question as to whether curare is useful. but 
rather whether particular anesthetic agents or other curare-like drugs have added 
advantages, From the relaxation which produces in abdominal surgery, its use 
has been extended to thoracic surgery. orthopedic manipulation. ocular surgery. and 
vaginal and abdominal deliveries. Tt has been found useful in endoscopy. and for the 
control of larvngospasm and hiecoughs. Rovenstine et al have reported its use to 


control autonomic reflex. 
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The fractures, dislocations, and similar complications following convulsive and 
shock therapy in psvehiatric patients have been virtually eliminated by the use of 


curare, 
While other agents, e.g. Mephenesin, may offer more promise than curare in the 
management of muscle spasm, tetanus, and neuromuscular disorders, the possibilities 


of curare in this field have not been exhausted, 


THE USE OF WIN) 2747 IN) ANESTHESIOLOGY 
Francis Foldes 


THE DEPARTMENTS OF ANESTHESIA OF MERCY 
AND THE 
PNIVERSITY OF PITTSBURGH SCHOOL OF MEDICINE 
PITTSBURGH, PENNSYLVANIA 


WIN 2747. Mytolon chloride, is the newest member of the group of synthetic 
musele relaxants. Although it has not been used as extensively as some other similar 
compounds, enough clinical data are available for the evaluation of its usefulness 
in producing museular relaxation for operative procedures. 

Mitolon chloride is a red crystalline substance readily soluble in’ water, can be 
heat-sterilized, and mixes freely with the various substances used in anesthesiology. 
Its molecular weight is 617.7. and it contains two quaternary ammonium groups at 
the theoretically optimal 14 A” apart. The muscle relaxing properties of Mytolon 
chloride were observed 150) patients anesthetized with Pentothal sodium and 
\V.0-0. for major intra-abdominal procedures. Mg. for mg. it was found to be about 
as potent in humans as d-tubocurarine chloride, Its initial dose was between 9 and 
15 mg. Following the administration of this dose. maximal effect developed in 6 to 8 
minutes and satisfactory relaxation was maintained for another 7 to 15 minutes. 
Afier the initial dose. apnea developed in a smaller percentage of cases (12.1 per 
cent) than after the use of any other musele relaxant studied by us. Relaxation 
could be maintained by the repeated administration of 1.5 to 6.0 mg. of Mytolon 
chloride 15 to 20 minutes apart. As with the other muscle relaxants, respiratory 
depth was decreased and assisted respiration through an endotracheal tube was used 
for optimal results. No bronchospasm or major cireulatory changes attributable 
to the drug were observed, Sixty-seven per cent of the patients reacted at the end of the 
operation and the remainder recovered in an average of 33 minutes. The incidence 
and severity of postoperative complications was about the same as with the other 
svathetic muscle relaxants. The only undesirable side effect was occasional exces: 
-ive salivation during anesthesia and increased incidence of postoperative bronchial 
secretions, both of which could be markedly reduced by the use of larger doses of 
parasympathicolytic agents, 

The musele-relaxing effects of Mytolon chloride tended to wear off gradually and 
changes in the respiratory depth gave ample warning for the administration of ad- 
ditional doses before the surgeon became cognizant of any change in the tone of 
the abdominal muscles. The margin between the dose of Mytolon chloride producing 
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adequate muscular relaxation and that causing respiratory arrest: seemed to be 
greater than with other muscle relaxants, In our experience Mytolon chloride proved 
to be a satisfactory agent for the production of muscular relaxation for intra-ab- 


dominal surgery. 


CLINICAL EVALUATION OF d-TLBOCURARINE AND 
TRE (DIETHYLAMINORTHONY ) 1, 2,3 BENZENE (FLANEDID) 
AND A SERIES OF TREMETHYL PHENYL AMMONIUM 
COMPOUNDS IN ANESTHETIZED MAN 


Joseph F. Artusto, Jr. 


UNIVERSITY MEDICAL COLLEGE 


COMNELI 
AND THE YORK HOSPITAL 
NEW YORK, NEW YORK 


DEPARTMENT OF 


Clinical investigations of d-tubocurarine and the curare-like agents has been 
hardly worthy of scientific data, Subjective impressions rather than objective criteria 


have filled the medical literature. 
A quantitative method will be presented. which uses a wet-lest gas meter to Ce: 


termine the extent and the course of muscle paralysis in anesthetized man following 


the administration of curariform agents. The advantages of this method will be 


discussed in comparison with other means for evaluating the activity of these drugs 


in man. 
The dose-response relationship. cumulation, and  side-actions of d-tubocurarine 


were studied in man and will be presented. 
The results of a detailed study of the pharmacology of the tri (diethylaminoethoxy } 
1. 2. 3 benzene (Flaxedil) in anesthetized man will be presented. These data will 


include the course and extent of Flaxedil paralysis. the relationship between the dose 


and the response, drug cumulation, side actions, and the antagonism of the paralysis 


by bromide. 


The pharmacologic actions of a series of trimethylphenylammonium compounds 


have been determined in anesthetized man and are characterized by a dramatic and 


predominant anti-curare action, This action was illustrated well by the compound. 


bromide. 
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ABSTRACTS 


medicine 


Cure of Tuberculous Meningitis with Streptomycin Therapy Appears to be a Perman- 

ent Cure tha guérison de la méningite tuberculeuse apres streptomycinthérapu 

comme une guerison durable), BERNARD AND Paris. 


Bull. Aead. nat. 735:38 4-87, July 3. 1951. 


The author reports a follow-up study of 100 patients treated for tuberculous menin- 
vitis with streptomycin: all but 2 of these patients were adults. At the end of the 
first vear after beginning treatment 77 patients had died. most of them within the 
first six months. Since that time three other patients have died. two in the second 
vear and one in the third year. One of these three patients died of tuberculous menin- 
vitix in the course of treatment. continued for 20> months, In the other two cases 
death was not due to tuberculous meningitis. Of the 20 patients living. 7 have lived 
more than four years since treatment of their tuberculous meningitis was begun: 13 
between three and four years. All are in good health: 10 of these patients are men. 
9 of whom have returned to work, the tenth is retired on pension. Most of the 10 
women have alse returned te their usual occupations, at feast to their household 
duties: | has had a normal pregnaney with a living child. Of the 100) patients 
treated. WO had miliary tuberculosis associated with the meningitis: only 5 or 12.5 
percent of this group are living. while of the 60 patients without miliary tuberculosis. 
15 or 25 per cent are living. OF the 20 living patients. | had a recurrence of menin- 
vitis after cure of the first attack. but this was also cured by another course of 


treatment with streptomyein, 3 references. graphs. 


The Effect of a Short Period of Strenuous Exercise on Hemoconcentration, ROBERT C. 
DARLING AND ETHER New York. N.Y. Areh. Phys. Med. 32:592-96, June 1951, 


The general plan of the study followed two approaches to attempt to relate the 
hemoconcentration of exercise to the physical competence of the subjects. First. 
several of the better existing criteria, such as blood lactate and pulse rate. were 
measured coincidentally with the indices of hemoconcentration (plasma protein and 
hematocrit), Secondly, the subjects were chosen in two groups of known contrasting 
capacity for performance. One group consisted of eleven college runners the 
peak of training: the other included eleven nonathletic laboratory workers and 
medical students, The degree of hemoconcentration was found to vary markedly 
ameng individuals in beth groups and to be unrelated in’ individuals to physical 
competence as judged by lactate rise and pulse rate acceleration during exercise. 


The significance and possible mechanism of this hemoconcentration were discussed 
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\ truly objective measure of 


and, in general, must: still be guessed at in’ part. 
physical competence for muscular work is yet to be evolved. 7 references. 7 figures. 


luthor's abstract. 


Preliminary Remarks on the Treatment of Acute Intestinal Amebiasis with Terra: 
mycin (Remarques prelimenaires sur le traitement de Camibiase intestinale aigue 
par la Terramyecene), CROSNIER, A. DARBON, PL DUCOURNEAL, J. BOUILLOG, M. 
MARTIN. AND Val-de-Grace. France. Bull, et mem, Soe, med. d. hop, de 


Je 
Paris 67:875-78. June 22. 1951. 


Nineteen cases of acute intestinal amiebiasis were treated with terramycin: two 
of these cases were not adequately controlled. Terramyecin was given for ten days: 
for the first five days the daily dosage was 3 Gm. and for the next five days 2 Gm.. 
given in divided doses. Terramvein was well tolerated in all these cases. In the 17 
cases in which the results of treatment were adequately controlled, reduction in’ the 
number of stools to normal and disappearance of blood and mucus from the stools 
occurred between the second and the fourth day in 13 cases. and not till the fifth 
or sixth day in FT eases. In 10 of these cases blood and mucus disappeared from the 
stools before the number of stools was reduced to normal. Repeated examination 
of the stools showed that the amebae and evsts disappeared by the time that the 
course of treatment was completed, except in case in which cysts persisted. In 
case there was a recurrence of symptoms five days after treatment was stopped. In 
6 cases followed up for one to six months, the general health was excellent: there 
were no gastrointestinal svmptoms. and the patients had gained weight. + references. 
| table. 


Oveurrence and Distribution of Fat in Human Muscles at Various Age Levels. ane 
PRANTZELL AND BO OR, INGELMARK. Gothenburg. Sweden, Acta Soc, Med. 


36 :50-87, April L951, 


After a brief fundamental synopsis of fat distribution in human extremities. the 


morphologic. roentgenologic. and chemical literature on the subject is reviewed. 


Three series of specimens were studied: a necropsy series studied morphologically 


and reentgenographically (77 corpses}. a second necropsy series studied morpho- 


logically and chemically (90 corpses). and a series of adult normals, aged between 


20 and 65, which was studied roentgenographically (222 subjects). The data on 


these series are entered in tables, 
The morphologic method was applied to fat-stained, histologic. frozen sections of 
samples from the proximotibial region of the gastrocnemius and from biceps brachii. 


Any interstitial and or subfascial fat present in the sections was noted. 
The chemical method was in principle a determination of total fat in the dry sub- 


stance of the same parts of musele as were studied morphologically, 


The roentgenologic method was arranged to take advantage of the fact that fat 


has a lower roentgen density than water: in consequence of which fact. visualization 


is possible of subcutaneous and, to a certain extent. subfascial and interstitial fat. 


By contrasting the methods. it was shown that interstitial fat is not morphologically 
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Visible unless the muscular dry substance contains at least about 7 per cent of fat, 
almost all of which probably represents so-called intracellular fat. Sections with 
“little” morphologic fat were shown by chemical determination to contain 7-9) pet 
cent, The corresponding percentages for “moderate.” “amples. and “abundant” 
phologically observable fat are. respectively, 10-17. 18-30 and more than 30.) The 
morphologic and chemical observations agreed remarkably well. 

Interstitial and subfaseial fat were found to be revealed much oftener by the mor- 
phologic than by the roentgenographie method. 

The reliability of the respective methods is discussed. 


furcomyvein and Terramyein in Acute Intestinal Amebiasis Auréomyeine et terra 
myeine dans Camtbiase intestinale aigiiey, CROSNIER, DARBON, AND 
Val-de-Grace. France. Presse 59: 1009-1010, July 1957. 


Presents a brief review of the use of aureomyein and of terramycin in’ acute in- 
testinal amebiasic as reported by others. In their own experience the authors have 
found both aureomyein and terramyein effective in the acute stage of intestinal 
amebiasis. The dosage of aureomyein employed has been in a dosage of 2 Gm. for 
seven days, then | Gm. for another seven days. Even better results have been ob- 
tained with terramyecin in acute cases in a dosage of 3 Gm. for five days and 2 or 3 
Gain. for another five days. With this dosage of terramyein. the number and appear- 
ance of stools became normal without the presence of blood or mucus by the fourth 
day in most cases, occasionally not till the fifth or sixth day. The amebae disappeared 
from the stools at the same time. In the cases followed up. rectal examination showed 


nearly complete or complete healing of the ulcerative lesions. Both these antibiotics 


act not only on the amebae. but also on the associated intestinal flora. A combined 
therapy with an antic-amebic drug such as ametine and aureomyein or terramyein, 
might give better results with severe cases or with those that tend to recur, 11 


referen ts, 


Studies on the Synergistic Action of Antibiotics and Sulfonamides in the Treatment 
of Gonorrhea in Males. (Recherches sur Caction synergique des antibiotiques et 
des suljamides au cours du traitement de la blennorrage masculine). PALAZZOLA AND 
G. Paris. Presse méd, 59:1128-29, Aug. 25. 1951, 


It has been found that. while 100.000 units of penicillin alone or LOO.000 units of 
streptomvein alone are not sufficient to cure cases of gonorrhea in the male. if the 
two antibiotics are combined in the same dosage. cure is obtained in a considerable 
percentage of cases. The results are still better if a larger dose of streptomycin than 
of penicillin is employed in the combined therapy. Tf a sulfonamide is given by 
mouth in addition to the injection of the combined streptomyein and penicillin. the 
percentage of recurrences is very low. Thus in 126 eases of gonorrhea in males treated 
with streptomvein and penicillin with sulfonamides. these were only 2) recurrences 
(1.75 per cent): while in LOO cases treated with the same dosage of streptomyvein and 
penicillin in combination but without a sulfonamide. there were Tb recurrences (14 
per cent), With a dosage of 10 eg, of streptomycin given in a single injection, results 
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were unsatisfactory, even if a sulfonamide was also given, However. with a dosage ef 


20 ce. of streptomvein in a single injection, results were good, only 6 per cent of 150 
patients showing a recurrence of infection within five days. When a sulfonamide 
Was given in addition to this dosage of streptomycin, only | of 187 patients showed 
a recurrence, Studies of the blood concentration and axeretion of penicillin and 
streptomycin with and without the use of a sulfonamide given by mouth showed that 
the sulfonamide delayed the excretion of streptomycin but did not delay that: of 
penicillin, This explains the clinical findings that a sulfonamide used with  strepto- 
mycin or with a combination in which the dosage of streptomycin exeveds that of 
penicillin gives better results in gonorrhea than when the sulfonamide is used with 


penicillin or with a combination in which the dosage of penicillin is greater than 


that of streptomycin, 5 tables. 


Antibiotics in the Treatment of Tuberculosis. WWALO VOLINI. ELMER KADISON, 
AND OSCAR FELSENEFELD. Chicago. Dis. of Chest 20:19:23. July 1957. 


Neomvein was given in doses of units per Kg. times a day over a two 


month period to 12 pulmonary cases of tuberculosis of whom 2 improved. OF the 12 


cases with combined pulmonary and extrapulmonary tuberculosis. 7 improved. Neo 


mycin was ineffective tuberculous meningitis. | references. & figures. duthor’s 


abstract. 


1 Simple Method to Separate Lymphocytes from the Blood. KARL-ERIK: 
Stockholm. Acta Soe. Med. psal. 56:27-52. April 1951, 


The capacity of the granulocytes and monocytes to adhere to absorbent cotton 
has been applied to a method for separating Ivmphoeytes from blood. Heparinized 
blood has been thoroughly mixed with ordinary absorbent cotton that. after one 
hour, was carefully washed with Locke's solution, by means of a water suction pump. 
After that. the Lymphocytes were isolated. by centrifugation, from the resulting ir- 


rigation fluid. 20 references, 2 tables. 


The Treatment of Pneamonia With Bacitracin, REISNER. JR. FREDERICK 
BAILEY. AND EMANUEL New York. Y. Ann. dnt. Wed. 34:1232- 12. 
May 1951. 


Fourteen cases of lobar pneumonia were treated with intramuscular injections 
of bacitracin in doses ranging from 33,000 to 99,000 units every six hours for from 


2'y te 12 days. Twelve patients recovered by crisis (7) or lysis (5). One patient 


had a highly resistant strain of Pheumococeus Type NEE and Hemolytic Strepte- 


coceus and did not respond to bacitracin but responded slowly to penicillin. One 


patient developed bacterial endocarditis subsequent to the pneumonia and died. In 


general, it was observed that. if blood levels ten times the sensitivity of the in- 


fecting organisms were obtained. recovery was prompt. Such levels were readily 


obtained with the dosages employed. 
All patients treated exhibited albuminuria, casts. and impaired concentrating power 
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of the kidney, and of phenosulfonphthalein excretion, lasting for a variable time 
after therapy. No elevation of urea or nonprotein nitrogen was observed. With 
the cessation of treatment, there was a gradual return to normal of the renal function, 
Because of this nephrotoxicity, bacitracin is not the drug of choice in pneumonia, but 
in cases that had failed to respond to other agents and in which the infecting or- 
ganism Was sensitive to bacitracin the toxicity of the drug is not suflieient to con- 
traindicate its use. TL references. 3 figures. 5 tables. duthor’s abstract. 


Terramycin in the Treatment of Subacute Bacterial Endocarditis; Case Report, Wie 
ARNOLD. JR. MLD. AND ROBERT REEVES. New York. Antibioties 


and Chemotherapy June 1951. 


\ thirteen vear old Negro female with a history of rheumatic fever and evidence 
of theamatic heart disease was admitted to the hospital with a twoeday story of 
pains in the hip. chills. fever. and malaise, Admission physical examination revealed 
a temperature of carious teeth, a gallop rhythm. and a loud apical systolic 
murmur, Laboratory data showed an anemia. leukoevtosis. and increased ervthro- 
evte sedimentation rate. Eleetrocardiogram showed only a sinus tachycardia, 

During the first two hospital days. three blood cultures all grew a Streptococcus 
viridans. Embolic phenomena were noted. The patient was placed on penicillin 
500.000 units every three hours with a resultant fall in temperature to normal. On 
the twelfth hospital day. the temperature began to spike upwards and failed to 
respond when the dose of penicillin was tripled. /n vitro sensitivity studies done on 


the organism grown from the patient’s blood showed it to be resistant to penicillin. 


hut markedly sensitive to terramyvein, Penicillin was stopped and terramyecin was 
begun in a dosage of 250 mg. every three hours by mouth. Four days after the 
initiation of this therapy the temperature returned to normal and remained there. 
Terramvein (2 gm. a day) was continued for a total of three weeks, and the patient 
was discharged asymptomatic on the sixty-first hospital day. A six month follow-up 
examination has found the patient to be in good health with no signs or symptoms 
of active disease. 6 references, | figure. Author's abstract. 


Preventive Procedures in General Practice. JAMES M. MATHER. M.D. Milton. Ontario. 


Canad. M.A, J. 65:7-11. July 1981, 


At the annual meeting of the Canadian Medical Association in Halifax 1950. 
the Honorable Paul) Martin. Minister of National Health & Welfare in) Canada. 
stated that. to conserve medical and nursing personnel and to give better service to 
the community. many of the personal services now carried out by the official health 
avenes should be returned to the family physician. He specifically referred to. pre- 
and postnatal care, immunization, care of healthy babies. and medical examinations 
in hools, 

It is agreed that these activities rightly are a responsibility of the family physician 
and that the health officer would still be a busy man if he were no longer engaged 
in these felds. At present. he has no time to explore the newer problems in public 
health because of the time consumed by these routine activities, 
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The reasons for the invasion of these fields by the official health agency are dis- 
cussed, The public has used these services because they were free and tax supported, 
However. another major reason for the vast growth of these services is because of 
public demand arising from a people conscious of preventive medicine and condi: 
tioned by the schools. press. radio. ete. The practising physician has not. in all 
cases, taken full advantage of this demand. This has resulted in the official health 
agency having to assume the responsibility. The wholehearted participation of the 
family physician in all aspects of preventive medicine would not only strengthen 


his own position, but also the profession as a whole. 

Except in large cities. pres and postnatal eare are still in the hands of the family 
physician in Canada, The official health agency limits its activities to an educational 
effort by the public health nurse aimed at getting the expectant mother under medical 
supervision by the family physician. However, there is an increasing demand fot 
more adequate pre: and postnatal care. and. if the family physician does not provide 
it. then we may expect to see a spread of the clinic system to rural areas, 

In many instances. the family physician leaves immunization to the official health 


ageney, This is a pity since the publie is receptive to the idea, and immunization 


is the kevstone in the control of communicable disease. 

The number of for healthy babies Canada has increased  tremen- 
dously in recent) years. This is evidence of public demand, Some phry sic janis do 
not take full advantage of this interest. and the service to their patients must be 


provided by the health department, Baby care is here to stay. and. if the family 


physician wishes to retain this part of his practice, he must provide equally as good 


a service as that supplied by the health department. 

Most health officers use. to some degree, the services of family physicians in’ the 
school medical program. This is not very satisfactory. Too often, the family physi- 
cian gives it less attention than it deserves. He must realize that a school medical 


examination is primarily a health teaching experience for the mother and child. 
On that basis. health officers would welcome greater participation by practicing 


physicians. 

The field of mental health offers great opportunities to the family physician. The 
great number of unorthodox nonmedical practitioners this country is evidence 
that the patient with functional complaints is not being fully served. 

Routine. regular examination of patients in the middle and older age groups is 


an important part of the proper practice of preventive medicine by the family 


physician. These examinations will not only reveal disease in’ its earliest: stages. 
promote health, and prolong life. but they will also be of ultimate benefit: to the 


physician himself in building and consolidating his practice. 
Preventive procedures are an integral and important: part of the practice of 
medicine by the family physician. The attitude toward preventive medicine is slowly 


changing. In the better medical schools. the teaching of clinical and preventive medi- 


cine is being integrated. Tf these services are not made available by the family 


physician, the official health ageney must assume them. Tf the family physician 


will practice preventive medicine in all its manifold aspects. he will do much te 


prevent the socialization of medical services. The general practitioner is the key 
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figure. By his efforts, he controls not only his own destiny but also that of the 


“ hole medical profession, 


Femoral Venous Blood Oxygen Studies upon Normal and Abnormal Subjects at Rest 
and after Exercise. Vo UW. WILSON, Johannesburg, South Africa. South African 
J. Mo. Se. 15:115-19. 1950. 


The femoral venous and the arterial blood oxvgen at rest and after exercising 
the legs have been studied in’ 4 normal subjects, in 4 patients with anemia. in 6 
patients with respiratory disease without anoxemia, and 7 anoxemic patients with 
respiratory disease. 

In most of the normal and abnormal subjects a striking fall of the femoral venous 
blood oxvgen percentage saturation following exercise of the legs has been demon. 


strated. 
In 2 anemic. patients and | with anoxemia. estimation of the femoral venous blood 


oxygen unsaturation suggested that all the oxvgen had been dissociated from the 


hemoglobin after exercise. 


The Bromsuljalein Liver Function Test With Special Reference to Renal Excretion. 
JOHN W. Boston, Mass. Am. J. M. Se, 22/:137-59. Feb. 1951. 


Rosenthal and White introduced the bromsulfalein test for liver function in 1924, 
Ingelfinger et al reported 10 per cent urinary excretion in two hours of 10 per cent 
following a 5 mg. per Kg. dose in patients with severe hepatic disease. 

Results in the current study after 5 mg. per Ky. dose of bromsulfalein showed: 

1. Thirty normal controls with blood retention after VO minutes of 0 to 5 per 
cent excreted 0.2 to 1.9 per cent. averaging 1.1, 

2. Sixty-seven tests on 60 patients with O to 5 per cent retention at 10> minutes 
excreted O.OF to 3.5 per cent, averaging 1.2 per cent, 

}. Fifty-six tests on 18 patients retaining 6 to 20 per cent at 40 minutes excreted 
O14 to 6.9 per cent, averaging 1.8 per cent. 

4. Nineteen tests on 17 patients retaining 20 to 80 per cent at JO minutes excreted 
0.7 to 28 per cent. averaging 2.7 per cent, 

Degree of bromsulfalein retention did correlate with quantity. of urinary 
excretion, The maximal renal exeretion occurs in 10 to 20 minutes following injee- 
tion. Blood retentions were got significantly altered by renal excretion. 

Conclusion: Although urinary bromsulfalein excretion does not significantly affect 
liver function results, it may be an important source of error in’ studies of hepatic 
blood flow in patients with abnormally high blood retentions. 4 references. 1 figure. 


1 table. futhor’s abstract. 


Chronic Renal Disease with Secondary Hyperparathyroidism. RICHARDS, 
Birmingham. England. Brit. M. J. No. 4699:167-69. Jan. 27. 1951. 


Long-standing venal insufficiency may lead to parathyroid hyperfunction and 
hyperplasia. In some cases calcium salts may be deposited in the arterial tree and 
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other tissues (metastatic calcification), while in a few instances bone lesions, similar 
in- every respect to the osteitis fibrosa of primary hyperparathyroidism, may oceur. 

A case is reported of a 44 year old woman who suffered from long-standing renal 
insufliciency due to chronic nephritis. She had gangrene of the toes of one foot, 
due to occlusive vascular disease. Roentgenograms showed widespread calcification 
of the arterial tree, and a skull x-ray showed marked osteoporosis. 

On postmortem examination the arteries showed advanced medial and intimal 
degeneration, with heavy caleification. The mitral and aortic valves were calcified, 
and there was massive caleificacion of the bronchial cartilages. The skull was thick- 
ened and soft. and histologically the bones showed lacunar resorption by osteoclasts 
and fibrosis typical of classical osteitis fibrosa. 

Four large parathyroid glands were found. Three were imbedded in the substance 
of the thyroid gland ‘estimated weights. 382 mg. 195 mg.. and 221 mg., respee- 
tively): one was in its normal position and weighed 419 milligrams. The histology 
corresponded with Gilmour's type IV. The kidneys were extremely small and histo- 
logically the appearance conformed with nephritis repens type TE (Russell 1929), 

In this case of renal hyperparathyvroidism there was marked phosphorus retention 
(inorganic phosphate &.7 mg. per LOO ml. but the serum calcium was normal until 
just before death. A suggested mechanism for the deposition of calcium salts in the 
futhor's abstract. 


tissues is described. 13) references. 


Observations on Portal Cirrhosis with Ascites. WHAAAM RICKETTS. Chicago. Hl. 


Ann. Int. Med. 34:37-60. Jan. 1951, 


In 50 patients with untreated portal cirrhosis without cardiorenal disease the total 
plasma proteins. albumin. and globulin were studied before management. The values 
of the total proteins and globumins showed considerable overlapping in cases with 
and without ascites. Plasma albumin levels in patients with ascites were below 3 
Gm. per cent. while those of normal persons and patients with cirrhosis but without 
ascites exceeded this figure. 

The effect of medical management on the concentration of plasma proteins. on 
ascites, and on the course of the disease were evaluated. The principles of therapy 
followed were: to avoid further injury to the liver by toxins such as aleohol: to 
promote regeneration of the hepatic parenchyma: to improve the general condition 
of the patient: and to correct the tendency to retention of water and salt’ in’ the 
body, The results of medical management were studied in two groups of patients 
with ascites: the first 14 cases with jaundice and severe hepatic failure: the second 
13 cases without failure or jaundice, 

The following conclusions were drawn: (1) The medical management of patients 
with and without ascites is similar except for sodium retention” in patients with 
ascites, (2) Fluid retention can be controlled by restricting the intake of sodium. 
(3) Dietary management with a high protein. high carbohydrate. and high caloric 
intake. plus additional choline chloride. tends to improve nutrition and hepatic paren- 
chymal regeneration. to bring about sustained rise in plasma albumin. and thus to 
eliminate edema and ascites. This effect is obtained after continuous treatment for 
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several months. Plasma albumin values apparently can be restored only after 
repletion of tissue protein, (5) Repeated paracenteses should be avoided, since thes 
result ina marked loss of protein. (6) No tendency to recurrence of ascites is seen 
The immediate 


in uncomplicated cases maintained on an adequate nutrition, (7 
prognosis of jaundiced patients with ascites depends on the severity of the paren: 
chymal failure, (8) The ultimate prognosis of patients who have recovered from 
edema and ascites remains guarded and is determined to a great extent by the 
incidence of the complications. the most frequent of which is bleeding from varicose 


veins of the esophagus. 65 references. U3 freures. table. luthor's abstract. 


Effect of Vitamin Bo in Pernicious Anaemia and Subacute Combined Degeneration 
of the Cord. UNGLEY ANDO. CAMPBELL. Newcastle-upon- Type. England. Brit, 
M. J. No. $699:152-57. Jan. 27. 1951. 


Phe efficacy of vitamin Boo in pernicious anemia was assessed and compared with 
that of vitamin Be. Single doses given intramuscularly were graded logarithmically 
from to Twenty-eight responses were observed in 21 patients. 

Reticuloevte responses were assessed. but conclusions were based on the imerease 
of red blood cells in 15 days. This was compared with the expected response accord 
ing toa formula suggested in the authors’ previous work (Brit, J. 2. 1570, 1909). 
There were the usual individual variations, but the mean of the 28) responses was 
almost identical to that expected from similar doses of vitamin Be. and the lowa- 
rithmic dose-response curve did not differ significantly from that of vitamin 


Doses of Wve. and over gave more consistent responses than smaller doses 


It is pointed out that a difference of 30 per centoin hematopoietic potenes between 
Vitamins Booand Boo would result in only a difference of about S per cent the 
average response of 26 eases: but belief in their smiliarity: was strengthened by 
later analyses based on increases in 15 dave of hemoglobin and packed cell volume. 

The usual improvement in well-being. gain in weight. relief of sore tongue. and 
vastro-intestinal symptoms. was noted. The leukoevte level usually returned to normal, 

Direct evidence of the eflicaey of vitamin B avainst the neurologic manifesta: 
tions of pernicious anemia was obtained by treating © established cases of subacute 
combined deveneration. 2 of whom were subject to quantitative studies, There were 
iho 8 patients with minor neurologic involvement. OF the cases none became 


12 improved, 


bvcluding cases with neurologic involvement, 200 patients were maintained for 


periods of four to nine months on a dose of TO ne. every two weeks, This proved 


adequate. and none of the patients showed any symptoms of relapse: temporary. 
slightly subnormal. red blood cell or hemoglobin levels were rectified by the adminis: 
tration of iron in one patient and in another normality was restored without change 
of treatment. One patient had a slightls raised VICAN. during the maintenance period. 

Such low doses are justifiable only on experimental crounds and where the patient 


is kept under close supervision. The suggested routine dosage for uncomplicated 
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cases is at least 60 yg. every three weeks, and more if there is neurologic involvement 
t references. 5 figures. 3 tables. duthor’s abstract. 


or intercurrent infection. 


dermatology 


Purpura as a Manifestation of Penicillin Sensitivity, CREEP AND SHELDON 
COMES, Pittsburgh. Pa, Ann. Int. Med. 34:1219-23. May 1951, 


Allergy to drugs has long been recognized as an etiologie factor in both thrombo- 
penie and nonthrombopenic types of purpura. Penicillin, an antibiotic in widespread 
use, is associated with a high degree of sensitivity reactions: yet purpura as a mani- 
festation of penicillin sensitivity has been reported infrequently. Three cases are 
reported of patients who developed nonthrombocytopenic purpura after receiving 
penicillin therapy. Hematologic studies were done in an effort to determine the pos- 
sible mechanism of the production of this hemorrhagic disorder. The studies in all 
three cases revealed no platelet deficiency or abnormality of the bleeding time, coagu- 
lation time. prothrombin time, or clot retraction. The Rumple-Leede Tourniquet 
lest was positive all three instances, thus indicating that the etiology of this 
allergie purpura was vascular rather then hematopoietic in’ origin, This allergic 
mechanism probably resulted ina more violent and advanced degree of capillary 
permeability. 16 references. figure. —Author’s abstract, 


Quinidine-Induced Evfoliative Dermatitis. TAYLOR, AND R. POTASHINICK, St. Louis, 
Mo. J.A.M.A. 745:641-42. March 3. 1951, 


The authors report a full-blown case of exfoliative dermatitis with transient hepatitis 
and generalized lymphadenopathy occurring in a 59 year old white male who had been 
receiving quinidine sulfate for two months for control of paroxysmal supraventricular 


tachycardia. 

The clearing of the dermatitis and improvement in liver function values on each of 
two occasions when quinidine was withdrawn and the prompt recurrence of exfoliation 
when quinidine therapy was reinstituted strongly suggested that this reaction repre- 


sented an idiosynerasy to quinidine, 
\ search of the literature failed to uncover a previous report of exfoliative dermatitis 


induced by quinidine, 
Other quinidine idiosynerasies of a serious nature were reviewed and included: tran- 


sient respiratory arrest, acute delirium, thromboeytopenic purpura, eczematoid skin 


eruptions. a scarlatiniform rash, sinus thrombosis, and recurrent fever accompanied 


by transient splenomegaly and leukopenia, 9 references. duthor’s abstract. 


Dermatomyositis with Vesicular and Bullous Lesions. G. WW. PINDLAY, B.A. PRICE. AND 
J. VAN RENSBURG. Pretoria, South Africa. South African M. J. 25:60-65, Jan. 
27, 1951. 

Three cases of dermatomyositis are described in which vesicles and bullae were the 
predominant dermatologic manifestations. The first was a Negro female of 40 vears 
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who had had dermatomyositis, with muscle contractures. for three years. Vesicles, 
hypertrichosis, and pigmentation were noted on the exposed parts, and the trunk 


showed numerous small scars where vesicles had erupted previously. The second case 
was that of a 25 vear old Negro with acute dermatomyositis which was fatal within 
four weeks. Bullae resembling those of acute pemphigus or Stevens-Johnson syndrome 
were present on pressure points, flexures. and in relation to orifices. The third patient, 
a Negro male of 20. had an acute dermatomyositis from which he recovered. A’ single 
large bulla appeared on one side of his neck. 

Since publication a fourth ease of dermatomyositis has been reported in a Negro 
male of 39 years in which bullae were present in the first attack. and the more typical 
ervthematous and pigmentary changes without bullae in a relapse. 19 references. 4 


figures. duthor’s abstract. 


Intibiotics in Dermatology. J. 1. MULLER, M. SLATRIN, AND ©. 8. LINGAMPELTER, 

New York. NOY. Clin. North America 39:501-54. Mareh 1957, 

The authors, in reporting their findings on the use of antibiotics in the treatment of 
shin infections, stress the need for determining the sensitivity of the organisms present 
lo various antibiotics and point out that the use of antibiotics in combination is often 
advisable, 

Studies in the topical use of the antibiotics have shown that the sulfonamides, peni- 
cillin. bacitracin, and dihydrostreptomyein have all proved effective in the treatment 
of primary pyogenic infections as well as secondarily infected dermatoses. while pre- 
liminary studies with terramyein now in progress indicate that it, too, may be an effec- 
tive agent. Because of the high percentage of sensitization, the use of the sulfonamides 
for local therapy is not advised. The use of penicillin ointment for five or six days 
seems justified (sensitization occurring about the eighth day). though preference 
should be given bacitracin or dihydrostreptomyecin ointment. Bacitracin, with a low 
percentage of sensitization, was found to be worthy of trial in all cases of pyogenic 
infection of the skin. Aureomyein ointment is a valuable remedy, having proved sue- 
cessful after the failure of other antibiotic salves. Dihydrostreptomycin is valuable for 
usage over a short period: drug-fastness develops in less than two weeks. 

The current tendency is to use the sulfonamides and penicillin less and less because 
of their fairly high sensitization rate, and in the latter case because resistance developed 
hy organisms. particularly staphylococe’, to penicillin is a factor of increasing impor- 
tanee, 

The authors also discuss briefly the relative merits of each antibiotic in the diseases 
particularly amenable to such therapy. 1 references. 3 figures. duthor’s abstract, 


Treatment of the Pyogenic Dermatoses. WAY 3. NOOJIN, Birmingham. Ala. J. M.A. 

Mabama 20:277-03. Feb. 

Two organisms. the hemolytic Staphylococcus aureus and the beta hemolytic strep 
tococeus, ave largely responsible for the pyodermata whieh in turn comprise a consider: 
able portion of present-day dermatologic practice, The treatment of these cutancous 
infections may become difhcult if the organism is not sensitive to the drugs available, 
if the patient's own defenses are poor, or if other complicating factors occur. 
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The topical use of penicillin, the sulfonamides. furacin, and other drugs carries with 
it decided risks because of the danger of cutaneous sensitization, Therefore, what not 
to do is an important consideration, 

With the large seale use of sulfonamides and penicillin, numerous serious limitations 
and reactions are appearing more frequently, It seems best to avoid the use of those 
drugs in the treatment of the pyodermata which may be needed urgently for other more 
serious diseases later. 

At the present time penicillin is one of the most useful agents against the majority 
of these infections. However, there seems to be both an increase in the number of 
penicillin-resistant infections and also the number of patients who have become sensi- 
tized to the drug. The therapeutic advantages of penicillin may continue to decrease 
in the vears to come because of these tendencies. 

The important factors in the treatment of the pyodermata involve local debridement 
and the finding of a medicament to whieh the patient's organisms are sensitive, Over 
treatment is often the cause of therapeutic failure. [It is important that the physician 
become adept in the effective use of a small number of the least sensitizing drugs. This 
should prove more successful than trying to master a lengthy list of drugs whose skillful 
use will require considerable experience. 16 references. luthor’s abstract. 


fetual Causes of Certain Occupational Dermatoses. Joseru DER, Philadelphia, 

Pa. Arch. Dermat. & Syph. 631-23, Jan. 1951, 

\ report is made of an additional series of L412 cases of cutaneous diseases in 
patients who presented claims for compensation under the Pennsylvania law. The cases 
previously reported and those now reported total 3.709; 2.850 of the patients were 
male and 859 female. The diseases of 1.673 (percentage of incidence, 45.08) were 
diagnosed as occupational in origin and those of 2.036 as nonoceupational. 

The actual causes of the occupational dermatoses of the 1.673 are classified in the 
following groups, with the percentage of incidence: primary irritants (acids, alkalis. 
and solvents (nonaqueous! |. 26.6 per cent: trauma and accidental injury, 22.6 per 
cent: sensitizing substances. 13.0 per cent: wet work (water alone, soap and water, and 
alkaline salt detergents). [5.1 per cent: cleansing agents applied to the skin, LOT per 
vent: petroleum products and other causes Chydrochlorinated hydrocarbons. vegetable 
oil, and dust) of folliculitis, 9.2 per cent: and physical and biologie agents, 2.2) per 
cent, 

Nonaqueous solvents were the predominating causal irritants. The trauma and acei- 
dental injury group included all dermatoses (18 different diseases of the skin) that 
resulted directly or indirectly from accident or injury. Substances causing sensitization 
dermatitis are enumerated. Wet work and methods of hand cleansing are discussed as 
causes of oecupational dermatoses. Substances causing occupational folliculitis are 
enumerated, 

Burekhardt’s test of the ability of the skin to neutralize alkali and his test of its 
sensitivity to alkali are discussed. 

The pH of the hands of normal persons ranged from 1.5 to 6.5 and that of the sweat 
bathed skin was lower. The increase in the pH of the hands after exposure to alkali and 
duration of such increase are in relation to the duration of continuous exposure. fre: 
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quency of intermittent exposure and degree of alkalinity to which the skin is exposed. 
The most pronounced change of pH and duration of change were observed in 2 patients 
employed as pot and pan washers. It required about 20 hours after cessation of expo- 
sure to seap solution for the pH of their hands to attain the normal range. The role of 
the buffer action of sweat is discussed. The effect of buffer agents on the pH of the 
hands after exposure to alkaline solutions was studied. 

Study was made of the pH of the following commercial detergents: seven nonsoap 
detergents advised for dermatitic hands. 103 hand cleansers for industrial workers. and 
19 nonsoap detergents for kitchen and household purposes. Of the hand cleansers for 
industrial workers, OF were alkaline and 57 were gritt. powders which predominantly 
contained one or more of the alkaline salt detergents. 31 references. 9 figures. 2 tables. 

luthor’s abstract. 


Pituitary Adrenocorticotropic Hormone (ACTH) and Cortisone in Diseases of the 
Skin. A. BENSON CANNON, J. G. HOPKINS, G. C. ANDREWS, H. F. COLFER. P. GROSS, C, T. 
NELSON, AND M. HOWELL. New York. 7 45:201-206. Jan. 27. 
1951. 


Pituitary adrenocorticotropic hormone (ACTH) and cortisone were employed in 
the treatment of 7 patients with pemphigus vulgaris. 2 with unclassified “pemphigoid” 
eruptions and 2 with epidermolysis bullosa of the congenital dystrophic type. Two of 
the 7 patients with pemphigus vulgaris died. but the remaining 5 were greatly im- 
proved both in their skin condition and in general health, All 5 patients required vary- 
ing amounts of maintenance therapy with the corticosteroids to prevent relapse. and 
there is no evidence that these hormones influencd the basic causative factor in’ this 
disease. 


Practically complete remission of symptoms was obtained in 2 cases of pemphigoid 


eruptions. but these patients also relapsed and required retreatment, The cases of 
epidermolysis bullosa were unaffected by the administration of large doses of the hor- 


mones. references. 6 figures.— Author's abstract. 


Seborrheic and Senile Keratoses. CARO, AND SZYMANSKI. Chicago. Tl M. Clin. 
North America 35:419-31, Mareh 1951. 


Seborrheic keratoses and senile keratoses are distinet entities which differ from each 
other on the basis of clinical features. histopathologic findings. and prognosis. 

Seborrheic keratoses are benign epidermal neoplasms. often pigmented. generally 
multiple. and. in most instances. covered by a scale that is greasy and shows follicular 
plugging. They do not tend to become malignant. Seborrheic keratoses are probably 
delayed epithelial nevi and may represent cutaneous ornaments similar to those seen 
in lower animals, For patients who do not consider them ornamental. many forms of 
effective treatment including curettage. electrosurgery. surgical excision, and the use 
of solid carbon dioxide, or local escharotics are available. 

Senile keratoses develop as part of the aging process of the skin. They are observed 
most often on the uncovered parts of fair-skinned individuals who have been exposed 
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excessively to the sun, Senile keratoses are precancerous lesions, and they should be 
destroyed completely, The selection of the method of treatment is guided by the clini- 
cal features of the lesion and the condition of the patient. but in all cases some form 
of mechanical removal of the keratosis is to be preferred. Care should be exercised to 
protect the skin in these patients from further exposure to the sun or to other local 
irritants, 

The official designations of seborrheic keratosis and senile keratosis should be re- 


tained, 4 references. figures. duthor’s abstract. 


otorhinolaryngology 


The Artificial Far Drum. MAN Los Angeles, Calif. Ann. Otol. 
Rhin. & Larvng. 60:117-21. Mareh L951. 


\Ithough the treatment of chronic otitis media has been reported on extensively, 
it is significant to note that few suggestions have been offered for the treatment of 
accompanying deafness, This led to the idea of replacing the destroyed or nonfune- 
tioning middle ear apparatus with a prosthesis which would function, 

The artificial ear drum is a soft. conical tube made from a rubber-like plastic. 
it? introduced into the ear canal until it makes contact with the vielding area of the 
exposed middle ear, which has been already established by the use of the acoustic 
probe, and functions as a transformer, thus replacing the destroyed sound condue- 
tion apparatus, 

In ideal cases the insert is as efficient as an electric hearing aid, with the added 
advantages of being invisible and requiring neither wires nor batteries. [It may now 
be purchased commercially and is available in many different, standardized sizes 
and shepes so that practically any car canal can be fitted with an artificial drum. 


3 references. 6 figures. abstract. 


feoustic Trauma, MEYER FOX. Milwaukee. Wis. Wisconsin J. 50:5603-07, 


June L951, 


\coustic trauma is used to denote injury to the neural elements of the auditory 
apparatus, This auditory damage may result from direct blows to the head or ear, 
or from sound or blast waves. 

\ historical review regarding occupational deafness is presented, The inerease in 
cases of industrial noise deafness. during recent years, is attributed to industrial 
expansion and activity and the use of machinery and tools which are accompanied 
by excessive noise. Reference is made to the original investigations of Perlman, 
MacLaren and Chaney. MeCoy. and others. The factors influencing the degrees of 
deafness in acoustic trauma are enumerated, Diagrams illustrating the early, char- 
acteristic 4096 frequency dip and the audiogram curve of cases of long standing are 
shown. Pathologic investigations of experimental animals and the few cases of human 
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temporal bones reveal the damage is most severe in the middle region of the cochlear 
duct. The damage consists of degeneration of the end organ, varying from damage 
to the outer and inner hair cells to degeneration of the ganglion cells and nerve 
fibers, Audiograms of representative cases of acoustic trauma, as encountered in 
otologie practice. are illustrated. 

Noise deafness has not received the proper attention of those directly responsible 
for the problem. A plea is made for the workers. industrial management. industrial 
physicians, and safety engineers to become actively interested in this problem of noise 
deafness. Recommendations for the prevention of noise deafness by the use of eat 
protectors, rotating working personnel, and planning of machinery and tool redesign 
are advocated, The necessity for making systematic pre-employment otologic and 
hearing studies of these workers and follow-up studies to detect early changes is 
mnportant. This problem of noise deafness should be considered from the human 
tarian, social, and economic aspects, and a scientific approach to solve it is recom: 
mended, 21 references. 13 figures. duthor’s abstract. 

Labyrinthine Vertigo. Mo LANCET KNOX. Durban. South South African Mo J. 

251:75-79, Feb. 3, 1951. 


Vertivo has been defined as “the consciousness of disordered orientation of the 


body in space” (Braint: the more one encounters this phenomenon the more one 


realizes how apt the description is. Attempts have been made, however, to differentiate 


between giddiness and dizziness. In even the better informed textbooks is consist 

ently stated that. in true labyrinthine giddiness. there is necessarily objective move: 

ment while the subject remains still: conversely. if the patient moves in his surround: 
ings (dizziness) then the disturbance is not in the labyrinth. This. however. is not so. 

While an objective movement is almost diagnostic of a peripheral vestibual dis- 

turbanee. the patient who has the sensation of subjective movement is by no means 

excluded from the labyrinthine group. Of 50: personal cases of Meénieére’s disease, 9. 

in their lesser attacks. have felt they were moving in space: dizziness does not neces: 

sarily indicate a central disturbance. 

Giddiness and dizziness are used by the patient svynonyvmously. and ne special 
relianee should be placed on the terms. 

Phe classical labyrinthine attack, with objective spin to the left or the right. or up 
is too well known to require description. In an end-organ lesion the sensa- 
tion of instability may range from a maximum to the merest flutter of the pavement 
or the slightest sway of the patient. 25 references, 

Thirty Three Operations for Aplasia of the Far with Imperforation of the Auditory 
Canal ‘trente-trois operations daplaise Coreille avec imperforation du conduit 
auditii.) MARCEL OMBREDANNE, Paris. France. Ann, doto-larvng, 68:5-15. Ne. 
195i. 


The author reports 33 cases of aplasia of the ear with imperforation of the auditory 


canal in which operations were performed: most of the patients were children over 
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+ years of age. but a few were adults. The pinna of the ear is first reconstructed with 
the use of a cartilage graft or an acrylic implant. An auditory canal is then con- 
structed extending from the center of the reconstructed pinna through the mastoid, 
the walls of which are covered by the use of a free full-thickness-skin graft’ and 
pedicled flap-skin graft. This auditory canal extends to the level of the external 
semicircular canal, where a fenestration operation is performed. This procedure is 
carried out before the application of the skin grafts to the reconstructed canal. 

The results of the operation were tested in all cases in a soundproof room, by the 
human voice. tuning forks. and audiograms. It was noted that in some cases the 
hearing for the spoken voice was improved to a greater extent than was indicated by 
the audiogram. In 22 of the 33 cases. the results were good in that adequate hearing 
was obtained: in 13 of those cases. the audiogram showed an improvement of 24 to 
76 per cent; but in 9 the gain was less than 24 per cent. Various degrees of malforma- 
tion of the middle ear structures were observed in these 22 cases, and in 7 of them 
there was complete aplasia of the mastoid without a tympanic cavity and ossicles. 
The good results in these cases can be attributed to norma} conditions in the internal 
ear and to adequate fenestration and successful reconstruction of the auditory canal 
with its skin grafts, In 8 of the 33 cases, there was a slight improvement in hearing. 
and in 3 cases no improvement, In some of these cases fenestration had not been 
done or was not adequate, Definite facial paralysis resulted from the operation in 
only | case: in 2 eases there was a transitory facial paralysis which disappeared 


completely within a few days, 30 references, 28 figures. 


Emotional Factors in Otoselerosis, New York. Larvangoscope 
01::251-05, Mareh 1951. 


For many vears the author has been under the impression that. in families with 
olosclerotic deafness. the oldest of the siblings in each family was the most likely 
lo be affected: also that in’ large families. and especially if there was a lapse of 
several vears before the youngest was born. the voungest child frequently was the 
one With otosclerosis, Certain pertinent environment influences are discussed in con: 
nection with this thesis, and observations on 224 case of otosclerosis, as to the age 
of onset and the relative incidence in the oldest. middle. and voungest siblings, are 
labulated, Stativties support the thesis that the immediate uuderlyving factors in oto 
sclerosis, and in fact anv auditory nerual deafness incidental to it. may be caused by 
autonomic dysfunction, stasis, anoxia. and the like, The author also outlines what can 


he done about it from the prevention standpoint, 3 references. duthor's abstract. 


On Conservative Treatment of Different Forms of Accessory Sinus Diseases. 4. Uas- 
Kiewiez, London, England. Pract. oto-rhino-larvng, 1.3:85-100, fase, 2. 1951, 


Nonsuppurative nasal accessory sinus inflammation occurs often with: (1) under. 
ling dysfunction of the gonads (in menopause) and the thyroid gland: (2) vita- 
min riboflavin: deficieney: (3) allergie-vasomotory edematous changes in 


the nose and sinusal mucosa divided into acute. subacute. and chronic stages 
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(polypoid formations within the sinusal cavity, high percentage of eosinophils in 
the nasal-sinusal secretion). Conservative therapeutical proceedings combined with; 
polypectomy, mucotomy, removal of the anterior part of the middle turbinate 
toward the septum, opening of distended bulla ethmoidalis. endonasal antrostomy 
and insertion of pressure balloon. inflated with 40) per cent jodized oil into the 
maNillary sinus. The displacement method of Proetz has served as a fundamental 
rule to introduce the therapeutic remedies into the sinusal cavity, such as 2 ce. 
of mg. sol. of oestradiol dipropionalis oleosa alternation with cod liver oil in cases 
of sex gland disturbances; sterile cod liver oil with vitamins A. B.C. DL Poin 
nonsuppurative sinutisitis derived from vitamin deficiency: rhinofluine allergic 
acute and subacute nonsuppurative sinusitis: iontophoresis of the nasoturbinates 
by using of O<5 mg. of histamine acetate phosphate. intravenous injection of 10 


per cent calcium sandoz, short-waze diathermy from outside. chronie allergic 


maxillary sinusitis, the best effect was attained by a large nasoatrostomy with 
insertion of a thin rubber finger ring attached to the thin’ Nelaton catheter. dis- 
tended with 1 per cent jodized oil during six-eight weeks. description is given 
of 2 cases of “bilateral chron. allergic maxillary sinusitis treated with success by 


this method. 17 references. 6 figures. duthor’s abstract. 


Curare as an Adjunct to Relaxation in Esophagoscopy. 3. Baton 
Rouge. La. Ann. Otol. Rhin, & Laryng, 60:51-00, Mareh 1951. 


Curare is a logieal drug to use in otolaryngology because its action is selective. 
The first effect of the drug is on the small muscles of the head. face. and throat, 
while the intercostal and diaphragmatic muscles, which are essential for respira- 
tion. are affected last of all) The excellent muscular relaxation secured when curare 
was used with sodium pentothal for the performance of esophagoscopy suggested 
that it might be adequate in itself for this proceedure. First tests of the drug were 
so successful that it has been used for the last three years in’ all esophagoscopies 
in Which there was reason to believe that: simple. topical analgesia would not be 
adequate for a satisfactory examination, 

Curare is used only for patients whom esephagescopy is expected to be 
difhieult. that is. nervous. apprehensive patients or those with short. thick necks. 
who. for physical reasons. are always difheult to examine satisfactorily. [ts use is 
not a reason for extending the indications of esophagoscopy. As for curare. itself, 
the only really important contraindication to its use is the presence of myasthenia 
vravis. whose clinical manifestations would be aggravated by this drug. 

This is a method which calls for very careful attention to details. It) requires 
the services of a competent anesthetist to administer the curare, remain with the 
patient until the procedure is completed, and give oxygen without delay if it: should 
he needed. Morphine and atropine are used preoperatively, and the throat) and 
larynx are anesthetized with some local anesthetic. The dosage of curare never 
exceeds 3 ce.: usually 2 ce. or less is given in amounts of 1 ce.. and very slowly. 
With the small dosages used. the annoving and dangerous effects of larger dosages 


are almost never experienced, Prostigmine is the antidote to curare; but if, respira- 
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tory paralysis ensues, oxygenation is a preferable method of treatment. 

Details are presented of 55 esophagoscopies performed by this means in 53 
patients. Transient cessation of breathing in one instance was managed by artificial 
respiration under positive pressure, There were no other complications or reactions. 
Two patients were given 3 ce, of curare: in all the remaining cases the dosage was 


2 cc. or less. references. Author's abstract. 


ophthalmology 


The Effect of Light Absorbing Filters on the Discernibility of a Television Test Pat- 
fern, HAROLD STEIN, H.W. HOFSTETTER, AND ROBERT GRAHAM, Los Angeles, Calif, 
Am. J. Optom. & Arch, Am. Acad. Optom, 28;19-29, Jan, 


\ preliminary investigation was made to determine the effects of a commercially 
available television filter and a commercially available ophthalmic filter on the relative 
discernibility of a television test pattern, with and without ambient light present, The 
discernibility was determined by varying the magnification of an isolated portion of 
a televised test pattern until the observer could resolve the separate lines. 

With ambient light present. most of the 14 observers showed higher relative dis- 
cernibility with the television filter than without. Without ambient light.‘no significant 
differences were obtained. 

Kleven of the observers were retested while wearing ophthalmic filters in addition 
to their regular speetacle correction, No significant differences in relative diseerni- 
bility were induced by the ophthalmic filter alone, either with or without the ambient 
light present. When the television filter was in place. the addition of the ophthalmic 
filter reduced the relative discernibility slightly. 

Certain theoretical implications were discussed in the report, 7 figures. duthor’s 


abstract. 


Changes in Visual Skills of School Children Following Summer Vacation, NEWELL €. 
KEPHART AND HENRY A. MAZZONI, Lafayette, Ind. Am. J. Optom. & Arch, Am. Acad. 
Optom, 28:30-35, Jan. 1951. 


Visual skills test data were obtained from children in grades 2 to LL of a public 
school, Scores on all 12 subtests of the Ortho-Rater battery were analyzed to deter- 
mine whether results of tests made following summer vacation differed significantly 
from results of tests made prior to the vacation period on the same pupils. Mean scores 
from the first administration of tests of acuity, color, and stereopsis were compared 
with mean scores obtained from the second testing. Results disclosed that the second 
means on all the acuity tests and the color discrimination test were significantly greater 
than were the first obtained means. Means from stereopsis scores did not differ sig- 
nificantly. 

Phoria measurements were plotted on scattergrams, which were inspected for evi- 
dence of marked shiftings in scores. Only on the far phoriavertical scale was there 
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evidence of considerable shifting. but no general trend could be observed. A com- 
parison of the standard deviations of the distributions of scores on the phoria scales 
indicated clearly that the scores from the second testing were less variable than those 
from the first. 4 references. 1 figure. 2 tables. Author's abstract. 


The Battle Against Blindness, W. LANCASTER, Boston, Mass. FOOTE, New 
York. N.Y. J. ALM. AL 45:20-30. Jan. 6, 1951. 


The authors emphasize the importance of blindness as a major public health problem 
and the need for everyone's help in the battle against it, Last year $125,000,000 was 
spent for care and services to the blind, while less than $1,000,000 was available for 
research in’ blindness diseases. Though activities for the blind are inadequate and 
should not be reduced, effort to enable persons to keep their sight should be increased, 
thereby reducing the namber of unnecessarily blind. 

Causes of blindness and the problems of glaucoma and cataracts are reviewed, past 
and current progress is described. and future needs are outlined, Citing the work of 
the National Society for the Prevention of Blindness. the authors conclude, “We 
believe that the American people will support a properly organized, well-guided and 
forcefully presented effort to reduce blindness. In this work we shall need the help of 
every man and woman truly interested in’ promoting eve health for America.” LO 
references. 3 figures. 2 tables. duthor’s abstract. 


Vodern Lighting and Ocular Pathology (Eclairage moderne et pathologie oculaire). 
BES, Canada. nion Canada 80:075-77. June 1951. 


Artificial light presents hazards in that. if it is not properly supplied. ocular difl- 


culties result, 

Fluorescent lighting presents a number of advantages. [tis more efheient the 
production of light than ordinary bulbs and is. therefore. cheaper to run for that 
reason. The quality of the light is better than that of incandescent light. and different 
shades can be obtained. It is possible to look directly at fluorescent bulbs with little 
discomfort. Little heat is produced from fuorescent bulbs. 

On the other hand, there are a number of disadvantages to fluorescent lighting. It 
may cause some glare in the field of vision. A flickering is noticeable when 25 cycle 
current is used. or when the lamp is defective. It omits a certain amount of ultraviolet 
light. although this is net enough to be harmful. When moving parts are viewed in 
its light. there may be a stroboscopic effeet: however. this effect can be overcome by 
using multiple tubes which are out of phase. Finally. the color of objects and people 
may seem peculiar under fluorescent light. 

Several points should be noticed concerning the arrangement of adequate artificial 
illumination. There should be enough illumination present for the job to be done. This 
may vary from LO to 50 foot candles. The light should have a spectral quality within 
established standards. The spectral quality should approach that of diffuse daylight. 
The light sources should be se arranged as to give an even illumination with a mini- 
mum of shadows and with no sources of the light in the visual field. There should 
he no great contrast in intensity in the visual field. Fluorescent lighting is not dam- 
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aging to the vision when properly installed and used, nor should it cause visual fatigue. 

Certain diseases of the eve may be attributed to improper lighting, particularly 
myopia and astigmatism. While errors of refraction may cause a lot of eye trouble, 
one should remember that ocular fatigue also may be caused by improper illumination, 


obstetries 


Choices of Analgesics During the First Stage of Labor. €. 3. LUND. New Orleans, La. 
JAMAL April 1957. 


There have been no new basic developments in obstetric analgesia, but several new 
trends are evident. There is a trend away from massive drug therapy, with an increas. 
ing amount of attention given to emotional factors in’ painful labor. There is a 
greater attempt to fit the analgesia to the patient rather than the patient to the 


analgesia. 

Apprehension and tension make labor more painful; therefore, analgesia begins 
with the first prenatal visit, Proper attention to the emotional factors in’ pregnaney 
and labor will materially reduce the need for analgesia, The physical value of special 


training and exercises is not vet clear. 


Before analgesics are administered both patients, mother and baby, must be 
evaluated as analgesic risks. Complications of pregnaney, such as toxemia, heart 


disease, respiratory disease and prolonged labor. require individualized attention, 
Premature infants, infants of diabetic mothers, and those with congenital hemolvtie 
are very) sensitive to analgesic drugs. which should be withheld unless 


disease 


maternal complications demand them. 
The choice of method depends to a great degree on environment. This includes the 
skill and cooperation of obstetrician and anesthetist and the quality of nursing care, 


as well as the physical facilities at hand. 


Dosage of drugs should be within pharmacologic limits and properly timed. Pre- 
mature administration is unnecessary and may interfere with uterine function. De- 


laved administration is often ineffective, as severe pain may interfere with the eleva- 


tion of the pain threshold, 


Dabbling in obstetric analgesia is hazardous. The average physician needs to know 
only two or three soundly established methods of analgesia fitted to the environment. 
One of these methods usually will be applicable to the patient at hand. 14 references, 


luthor’s abstract. 


Here is a sound, common-sense paper which sets Jorth the entire proper concep 
tion of obstetric analgesia, The countless new technics described are of but little 
value, since the time-honored methods, when intelligently employed, have proven 


so efficacious, The addition of a rational psychologic approach so common in the 
practice of many older obstetricians deserves emphasis without the absurdity of some 


E. A. 


of the current statements made. 
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Juvenile Diabetes and Pregnany, Jerusalem, Israel. J.MLA. Israel 40:71. 
March 1. 1951. 


Vascular disease, complicating long-standing diabetes. is discussed in its prog: 
nostic signifieance for the coure and outcome of pregnaney. As vascular disease is 
a frequent complication of diabetes of more than 10 vears duration, young diabetic 


women whose diabetes started before pubetty are liable to become pregnant when 


already affected by different degrees of vadeular disease. Toxemia of pregnancy and 
intra-uterine death of fetus are more fréquent patients suffering from  long- 
standing diabetes, irrespective of its gravity and insulin requirements, probably be- 
cause of the vascular disease affecting the placenta and its metabolism, On this 
vround the recurrence of fetal catastrophes successive pregnancies of young 
diabetic mothers affected by vascular disease, irrsepective of treatment as previ- 
ously reported by Bromberg and Toatt is easiiy understood. The prognostic and 


therapeutic implications of this point of view are brought out, 


Full Term Abdominal Pregnancy with Delivery of a Living Child. BROOMES. 
Fast Chicago. Ind. /45:399-401, Feb, 10, 1951, 


This is a ease report of a fullterm abdominal pregnaney delivered by laparotomy. 
The true diagnosis was unsuspected before surgery. and the operation was only 
decided on because of a generally contracted pelvis. The patient had been treated 
one vear before by laparotomy for a ruptured ectopic pregnaney of the right tube, 
At operation, the infant was seen lying in a glistening sac on the surface of which 
were large tortuous vessels, After the baby was removed. the placenta, which was 
attached to the ileum, the transverse colon, the descending colon. the left wall of 
the peritoneum, the broad ligament on the left. and the left tube, was removed by 
alternating sharp and blunt dissections. The patient had an uneventful convalscence 
and was discharged from the hospital on the fifth postoperative day. 

The writer. in reviewing the authenticated case reports of extra-uterine preg: 
nancies. showed that according to Beck (1909 to 1938) 262 cases and according to 
Blond. and Montgomery. (1813 to 1938) 321 cases of abdominal pregnancy with 
a Viable fetus of over five months gestation were noted, Between 1924 and 1945, 
only 21 such eases could be found in the available world literature, 

The writer discusses briefly, from the standpoint of mortality and morbidity sta- 
listies, the three types of procedures used in treating the placenta, These were: total 
removal, marsupilization, and the leaving of the placenta undisturbed in’ situ. The 
author discusses at some length the theories on the pathogenesis of abdominal preg- 
naney, He speculates on the probability of an extratubal conception. with primary 
implantation on an extragenital site. as against the more accepted concept of a rup- 
tured tubal pregnaney with secondary midation, 

In summation he states that. on the basis of a review of the literature, it would 
seem the treatment of the placenta should be determined by the conditions obtained 
at surgery, not by any preconceived rule. He concludes that sinee the placenta in 
the abdomen is a foreign body. with all the potentialities of such. it should be re- 
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moved whenever this can be done without compromising the safety of the patient. 


references, duthor's abstract. 


{hdominal pregnancy with a living infant is not quite so uncommon as indicated 
hy the author, Since the pathology and management have been fairly well  stan- 
dardized, many cases do not get into the literature. This commentator has seen five 
such pregnancies within the last 10 years, none of which seemed to be worthy of 
being reported. As to the placenta, most operators no longer remove this structure 
unless it is very lightly attached to the surrounding tissues, which is not generally 
the case. Where there is any danger of severe hemorrhage, the better practice is to 
ligate and excise the cord and close the abdomen without drainage. F. A. S. 


Risk of Stillbirth in Twin Pregnaney Related to Sex and Maternal Age. An Analysis 
of 90386 Twin Maternities, ©. Lowe AND R. RECORD, Birmingham. England. 
Brit. J. Social Med. 3:34-40, Jan. 1951. 


Between July 1938 and December 1948, the annual reports of the registrar-general 
for England and Wales record 90,730 twin maternities, For 90,386 of these. sex, 
type of birth Cliveborn or stillborn), and maternal age are indicated. 

The sex ratio of twin stillbirths (55.56 per cent are male) is significantly higher 
than that of single stillbirths (53.74: difference 1.82 * O48). The difference varies 
with maternal age. because the sex ratio of single stillbirths increases, while the sex 
ratio of twin stillbirths decreases with advancing maternal age. At all ages stillbirth 
rates are higher in twins than in single births: the difference is very much greater in 
younger than in older mothers, For twin births, male stillbirth rates are consistently 
higher than female rates: for single births there is little difference between the sex- 
specific stillbirth rates of young mothers. However. as the maternal age increases, 
the risk to the male fetus becomes progressively greater than to the female. At all 
maternal ages stillbirth rates for like-sex pairs are higher than for unlike-sex pairs. 
Unlike-sex twin stillbirth rates are lowest for mothers under 25 years and. as in 
single births, increase with maternal age. On the other hand, like-sex twin stillbirth 
rates bear the same relation to maternal age as the rates for all twins and are lowest 


in the middle of the reproductive period. 

It is suggested that the risk to the fetus in multiple births is directly related to 
the frequency of monozygosity, Support for this view is provided by an analysis of 
sex-specific stillbirth rates single. twin, and triplet’ maternities. 6 references. 


figures. 6 tables. Author's abstract. 


Aerosol Therapy in Gynecologic Infections (Aérosolthérapie dans Vinfection  gyné- 
cologique). CH. LEPEBVRE, R. SARRAZIN, J. POULHES, AND J. OUsSET. Paris méd. 
4710-12. June 6, 1951. 


The authors report the use of aerosols for intravaginal and intra-uterine insufflation 
in the treatment of gynecologic infections. Both streptomycin (0.5 Gm. in 2 ce. of 
physiologic saline solution) and penicillin (100,000 units in 2 ce. of soluble gomenol) 
have been used for the production of the nerosol, according to the organism causing 
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the infection, For intravaginal insufflation, a glass cannula is attached to the aerosol 
generator by a rubber tube. For intra-uterine insufflation a small cannula is used to 
pass through the cervix, without entirely obstructing its orifices. The aerosol generator 
is constructed so as to produce a large quantity of aerosol (20 liters per minute) under 


low pressure, The duration of the intravaginal treatments varies from 10 to 20 minutes, 
that of the intra-uterine treatments from three to four minutes, followed by a short 
intravaginal treatment. 

In some types of cervicitis. it has been found desirable to warm the aerosol. This 
method of treatment has been found most useful in endometritis and adnexal infec- 
tions, especially in the cases where metritis with adnexal infection complicates a 
cervicitis and makes it impossible to treat the cervical infection adequately. In such 
cases several aerosol treatments (an average of 5 in the 31 cases treated) were fol- 
lowed by electrocoagulation of the cervix, with good results in all cases. In approexi- 
mately 1.500 aerosol treatments, intravaginal or intra-uterine, the authors have never 
observed any serious complications. Pneumoperitoneum was demonstrated radio- 
logically in 5 eases, but completely disappeared in three or four days. Symptoms of 
gas embolus were rarely observed and only in special cases (treated postpartum). but 
they also subsided rapidly without sequels. 


Intihistaminics Dysmenorrhea, MACPHERSON, St. John’s. Newfoundland. 
Canad. M.A. J. May 1951. 


The author had found that the most severe cases of dysmenorrhea were relieved 
by adrenalin chloride (1) ce. of 121.000) and had been using that treatment with 
complete success for some nine vears before oral antihistaminies became common. 

No reference in the literature was found, nor in the maker's claims, to the value 
of antihistaminics in the treatment of dysmenorrhea. The author decided. because 
of the pronounced action of adrenalin in relieving these cases. to try an oral anti- 
histaminic. During the past two years. he has continued the treatment in’ several 
cases with astounding success. Only two cases under his care. to whom he has not 
had the chance to give a continued trial, have reported no relief. Several colleagues 
report complete success with dysmenorrhea patients, one mentioning a case on whom 
he had twice operated, with relief only during the succeeding month. Only one was 
reported a failure. 

Phe patient is usually given approximately a dozen pills or capsules. She is 
instructed to take one every F hours for 24 hours before menstruation is due. If 
she is unable to predict the period, she is to start as soon as she knows menstruation 
is imminent, 

Various cases of dysmenorrhea are no doubt attributable to many different causes. 
and it seems safe to assume. from this experience. that a large proportion of the 
cases of severe dysmenorrhea are due to an allergy. possibly to some secretions that 
are in the uterus only at the menstrual period. 

In a search for the original article which states. “The appearance of the pelvis in 
some cases of severe dysmenorrhea resembled that of the chest in’ asthma.” thus 
leading to trying this line of treatment, the author found only one tentative sug- 
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gestion that pelvie allergy may be the cause of dysmenorrhea. It suggested that 
adrenalin solution 1:100 c.c. might give relief. Hf the authors tried it, they missed 
the dramatic effect obtained with a 1 e.c. dose. 

One fact stands out, viz. in nearly every case the pain once relieved does not 
return during that menstruation. It does not require repeated administration of 
the drug as would be the case with a sedative. Nor do the antihistaminies show any 
tendency to loss of poteney with regular monthly use. 

A review of these cases shows treatment successful in’ 24 cases: two cases only 
claim no relief: two claim partial relief. Can any other form of treatment of dys- 
menorrhea either surgical or medical show a similar proportion of relief? And it 
must be noted that these cases are all of the intensely painful variety, most of them 
involving loss of work hours. 

\ notable case is that of a key nurse in the operating room team of a Montreal 
hospital, who suffered such disabling dysmenorrhea that dates for their more difficult 
operations had to be planned so as not to coincide with those on which she would 
be disabled. This nurse had been treated by endocrinologists. gynecologists, and 
even a psychiatrist, with no success, The oral antihistaminic, however, gave complete 
relief, 

It is interesting that patients react differently to these antihistaminics. An anti- 
histaminic that helps one patient seems to be of little use to another patient. In case 
of failure with one antihistaminic, therefore, others should be tried in’ subsequent 


months, 2 references. Author's abstract. 


psychiatry and neurology 


Psychological Investigation of Senile Dementia, HERBERT DORKEN AND ADALBERT KRAL, 
Montreal, Quebec. Geriatrics 6:151-63, May-June. 1951. 


Neuropsychiatric and psychological investigations were conducted with 35 cases of 
senile psychoses (4 with cerebral arteriosclerosis). The psychological investigation 
was accomplished through the use of the Wechsler-Bellevue Adult Intelligence Scale 
and the Rorschach Technique. 

Though rarely occurring until the age of the climacteric, it was suggested that the 
process of senile deterioration, as reflected in the test results, bears ne necessary 
relationship to. or dependence upon, age. A negligible coefficient of correlation of 
» LOL between age and measured intelligence was obtained. It appeared that the 
critical level from the behaviorist aspect of deterioration in senile dementia was an 
intelligence corresponding to the lower range of moronity. Complete inadequacy 
to maintain any appropriate response in the Rorschach was first apparent at this 
level. 

The reduction of capacities and deterioration of the personality structure, as seen 
in the Rorschach, were related to the extent of dementia. The senile patient typically 
takes longer to give fewer responses and these of poorer quality and with more 
psychopathological deviations than any conceivably normal record. There was a 
noticeable lack of a variety in the response determinants (movement, shading, color). 
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indicating that the emotional components, the finer nuances that lend individuality 
to the personality, tend to become lost or obliterated. This is perhaps an explanation 
for the superficiality, or limitation of real drive behind many of the reactions of 
these patients. Well established test signs of organic impairment such as persever- 
ation (Rpt), confabulation (DW). and oligophrenic detail (Do) were very common 
in these records, 

The results obtained were compared with the findings reported in the literature 
on mental defectives, cases of organic brain damage, and normal people of old age. 
27 references. | figure. tables. Author's abstract. 


Fariations in the Electrocardiogram Changes in Emotional State. STEVENSON, 
CHARLES DUNCAN. AND HERBERT RIPLEY, New Orleans, La. Geriatries, 0:10 L178, 


May-June 1951. 


Hlectrocardiograms were recorded on a group of 35 patients who were discussing 
problems of significance to their lives and health. During associated emotional 
states of anxiety and resentment, the majority of the patients showed significant 
changes in heart rate and in the configuration of the electrocardiogram. In eighteen 
patients, the electrocardiographic changes would have been interpreted as el normal, 
if occurring after standard exercise. 

Prolonged and evaluated tachveardia (with associated To waves changes) was ob- 
served in many patients. In contrast. standard exercise performed during periods 
of relaxation produced little rise in heart rate and was followed by rapid recovery, 

Patients above W vears of ave in general showed less emotional change during 
the discussions than did younger persons, and proportionately less  electrocardio- 
yraphic changes. Patients with arteriosclerotic heart disease showed less tachycardia 
than did the group of persons without arteriosclerotic heart disease showing com- 
parable emotional changes. small group of patients with asthma and without 
complaints or evidence of cardiovascular disease showed changes in heart rate and 
T waves as great as those observed in patients complaining of palpitations and 
having effort intolerance, } 

It is concluded that the stresses encountered during the life situations of pationts 
are paralleled by stresses on the heart which are of great relevance to its efliciencs 
and health, that these stresses on the heart may be indicated by electrocardiographi: 
changes. and that an understanding of the emotional state of the subject is of value 
in the interpretation of the electrocardiogram, 26 references. 9 figures. 2. tables. 


futhor's abstract. 


surgery 


fnesthesia lor the General Practitioner, SEYMOUR BROWN, St. Louis. Mio. Clin. Ved. 
38:54-56. March 1951, 


Despite the fact that the field of anesthesiology is becoming increasingly more spe- 
cialized and limited to medical men with specific training. one should recognize that 
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the general practitioner still bears the responsibility for this phase of medical practice 


in a large segment of rural communities and in some urban communities. 

Individual appraisal of each patient for premedication as regards age, physical 
status. contemplated anesthetic, and technic of anesthesia is extremely important, The 
physiologic effects of the various drugs used in premedication are described, The aged 


and the very young are especially susceptible to the depressive respiratory effects of 
opiates, Debilitated and anemic patients are depressed unduly by the barbiturates 
and opiates, 

Various forms of regional anesthesia are described. It is emphasized that such 
procedures necessitate the availability of oxygen and vasopressor drugs for use in 
respiratory depression or in air hunger secondary to severe hypotension, which may 
occur as a toxie reaction of the patient. 

The excessive administration of curariform drugs produces a complete respiratory 
paralysis which is not efficiently antagonized by any known drug and which, because 
of concomitant changes in blood pressure and oxygenation, has resulted in numerous 
serious complications and in some cases of death. 

It is urged that men interested in this field of medicine take advantage of the post- 
graduate courses in various aspects of anesthesia offered at numerous university 


medical centers throughout the country. 


Carcinoma of the Lung. J. W. GvLb, Madison, Wis. J. Oklahoma State M. A, 44:89-92. 
March 1951. 


Bronchogenic carcinoma is definitely on the increase, The signs and symptoms 
vary. depending on the location and the duration of the disease, The onset is insidious, 
and during this period the patient enjoys perfect health. As the tumor progresses. 
symptoms will appear. Cough occurs early and is followed by hemoptysis. chest pain. 
dyspnea. chills and fever, loss of weight, hoarseness, and wheezing. The pathology 
varies, but the tumor usually lies in the larger bronchi, The squamous cell type ap- 
pears the most common, Other types, such as adenocarcinoma, the highly undiffer- 
entiated types and bronchial adenoma, are not uncommon, Correct diagnosis is pos: 
sible in over 75 per cent of the cases, N-rays., bronchoscopy. bronchography, thora- 
centesis, and cytologic studies of bronchial secretions and or biopsy are of great value. 
If a definite diagnosis cannot be made. immediate exploratory thoracotomy is indi- 
cated, in order to insure a cure during the early stage of the disease, 

One hundred and forty-five proven cases of bronchogenic carcinoma were admitted 
to the State of Wisconsin General Hospital over a period of five years. Ninety, or 62 
per cent, were operations, Thoracotomy only was performed in 50, or 34 per cent. 
Pneumonectomy or lobectomy was possible in 40 patients, 28 per cent of the total 
series and 45 per cent of the operative cases. Resection was performed, if technically 
possible. in patients where a high degree of bronchial obstruction existed, There were 
29, or 20 per cent, judged as hopeless because of their far advanced disease in this 
group, Neglect on the part of the patient and procrastination by the attending phy- 
sician were contributing factors, Final proof of what can be expected in the treatment 
of carcinoma of the lung is answered by the analysis of the cases which are still alive 
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for five or more years. There are 25 patients alive from six months to five years, or 
only 17 per cent. If any conclusion is to be drawn, it would necessarily be that a dis- 
couraging picture exists and that there is ample opportunity for improvement, The 
operative mortality in this group of patients was 9 per cent. 


Inalysis of All Tumors at Children’s Hospital Over a Ten-) ear Period. %. 1. \NDER- 
Washington, Clin. Proc, Child. Hosp. 7:64-71, Feb. 1951. 


All tumors seen at Children’s Hospital. Washington. D.C. from January 1. 1940 to 
January 1. 1950, are analyzed. During this period of time there were 71.273 admis- 
sions, with 558 tumors, arranged according to the six main body areas where they 
commonly appear in children. There were 144 malignant tumors. which are compared 
with a 10 vear series at Boston Children’s Hospital compiled by Dr. Dargeon of New 
York City (combining seven series). a series at the University of Chicago. and another 
at Chicago Children’s Memorial Hospital, 2 references, 10 tables. duthor’s abstract. 


Rodent Ulcer: Surgical Treatment. w. 6. Med. Mareh 
1951. 


Although the typical redent ulcer is readily curable by local intervention, surgical 
or radiotherapeutic, doubt) concerning epitheliomatous supervention often” renders 
surgical excision the desirable course, It is recommended that the excision be per- 
formed by a surgeon who is not concerned with the repair, as otherwise this procedure 
may not be sufheiently radical. Since the area concerned is one with which he is 
familiar. it is recommended that the plastic surgeon is the specialist most likely to 
effect a satisfactory repair, and both procedures may well be done at the single 
operation, Immediate plastic repair is particularly desirable in view of the advanced 
age of many such patients. 

Photographs are shown of two patients in whom this line of treatment was adopted. 


7 figures. duthor’s abstract, 


Surgical Lesions of tie Chest in Children, JOUNNN EMRENHART, Lowa City, la. J. 

lowa Med. Soc, 47:136-19, April 1951. 

This article gives an over-all picture of some of the surgical lesions of the chest in 
children seen by the Thoracic Surgical Service at the State University of lowa 
hospitals. 

In the last 15 vears many of the lesions encountered, which were previously con- 
sidered to be nonsurgical. have come into the scope of surgical correction, The paper 
discusses, and illustrates with \-ravs and photographs, lesions involving the thoracic 
cage as. for instance. infections and funnel chest deformities. The present treatment 
of pleural space infections, particularly empyema, is discussed with special emphasis 
on decortication for prevention of contraction of the chest wall during the growth 


period, Pulmonary resections for lung abscesses and bronchiectasis are discussed 


briefly as well as emergeney surgery in instances of aspiration of foreign bodies into 
the tracheobronchial tree. Mediastinal lesions and their excisional therapy are dis- 
cussed and illustrated as. for instance, teratomas and bronchogenic evsts, Congenital 
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defects of the diaphragm encountered are mentioned, and their surgical significance 
and correction is emphasized, Lesions of the esophagus, acquired and congenital, are 
mentioned, It is felt that the best procedure for cotrection of lve strictures is resection 
of the area of stricture with an esophagogastrostomy., Discussion of surgical interven: 
tion for lesions of the heart and great vessels is included in the article, Conditions like 
patent ductus arteriosus, coarctation of the aorta, congenital aortic ring, and tetralogy 
of Fallot with pulmonic stenosis are briefly reviewed: the types of procedures possible 
for the conditions are illustrated, Constrictive pericarditis is also mentioned as a con- 
dition occasionally encountered, 26 figures. Author's abstract. 


Treatment of Cancer of the Lip. 3. W. HENDRICK AND G. BE. WARD, San Antonio. Texas. 
J. Internat. Coll. Surgeons 15:7-27, Jan. 1951. 


The authors review 311 cases of squamous carcinoma of the lip. Treatment has been 
individualized, using either x-irradiation, or surgical excision, or both, 

The writers agree with the generally shared opinion that irradiation of cervical 
metastases is of little value, They also feel that neck dissection is indicated only with 
evidence of node involvement. There is some question as to the advisability of carry: 
ing out as limited a procedure as the suprahyoid dissection described, since some 
observers have noted further metastasis below the level of the hvoid, following this 
operation, 

The statistical evidence presented is comparable to that outlined by other investiga- 
tors, with a total 5 vear survival rate of 73 per cent. 42 references and figures. 


Author's abstract. 


book reviews 


Therapy of Dermatologic Disorders, Including a Guide to Diagnosis and a Derma- 
tologic Pharmacopeia, M. PECK. M.D. Philadelphia, Lea & Febiger, 1951. 


This therapeutic outline on everyday problems of dermatology reflects the personal 
experience of the authors. It thus constitutes a good guide for the beginner in derma- 
tologie therapy. There is. however, an extensive chapter on the dermatologic pharma- 
copeia for the experienced dermatologist. There is an excellent chapter on differen- 
tial diagnosis originally evolved by Saboraud. There is an excellent classification 
of skin disorders in accordance with the National Conference on the nomenclature 
of disease. Each disease is discussed from the standpoint of etiology and diagnosis 
with the greatest emphasis on treatment. This compendium is invaluable for effee- 


tive management of common skin diseases. 


Spatial Vector Electrocardiography, Clinical Electrocardiographic Interpretation. 
ROBERT GRANT. AND OB. HARVEY eSTES. JR. M.D. Philadelphia, The Blakiston 
Company, 1951. 


The introduction of the Vector method as interpreted by the EC G brings pre- 
cision and objectivity to this diagnostic procedure. In the spatial vector method of 
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interpretation, each of the conventional leads used in clinical electroeardiography is 
considered to represent a measurement of the electrical forces of the heart along a 
specific axis through the electrical field of the heart. In other words, the various 
deflections recorded in the conventional leads simply represent so many different 
points of vantage in examining a single electrical field. When compared with other 
methods of interpretation, then the vector method represents a different “point of 
view.” for the same electrode positions and the same detlections are used in’ this 
method as in other methods, 

This book is not a textbook on electrocardiography. Many aspects of clinical elec- 
trocardiography are not discussed. Indeed, only the ventricular E CG is considered: 
that is. the OQ ROS and T deflections. Of course. vector methods can be applied to the 
study of the P wave: however, there are few circumstances where such information 
is clinically useful at the present state of our knowledge. The rhythm disturbances 
are not discussed, for they are adequately described in many other texts. Further- 
more, it is assumed that the reader is familiar with the components of the EC G and 
can recognize a Q wave or a T wave, that he understands the time and amplitude 
markings on the EC G. and that he understands the technique for taking the 
conventional limb and precordial leads. The underlying basis and the broader im- 
plication of the spatial veetor method is admirably presented in this monograph. 


Chloroform, A Study alter 100) Years. Edited by worens, Madison, Wis- 


consin, University of Wisconsin Press, 1951. Price $2.75. 


For the past hundred years chloroform has been the cause of a controversial storm 
in anesthesia, The investigations presented in this monograph were conducted in 
two ways in the laboratory the effects of the drug were determined on experimental 
animals: in the operating room, the drug was administered to 1,000. patients who 
were being subjected to suplementary tests of renal. hepatic. and cardiac funetion, 
These studies indicate that chloroform is the most potent of all anesthesias adminis- 
tered by inhalation. Its speed of action lies between evelopropane and ether. The 
patient should be subjected to analgesia to enable continuation of surgical work. 
The drug produces gradual depression of breathing and reduction of breathing and 
reduction of blood pressure in deep anesthesia. Nevertheless. chloroform is a safe 


anesthetic in the hands of a competent anesthetist, 


The Effect of Hormones Upon the Testis and Accessory Sex Organs, NORRIS J. HECKEL, 

wip. Charles ©, Thomas Publ. Co. 1951. 

In evaluating the effects of the sex and interrelated hormones on the male organs 
of reproduction in clinical medicine, the author reveals the management of common 
male endocrine disorders. He discussed the embrvelogy. anatomy. and histology of 
the male sex organs in order to depict the role played by various hormones in nor- 
mal functions. The results of our present knowledge may be summarized as follows: 
Sex hormones produce disorganization of the spermatogenic structure. Androgens 
produce transient sterility, in the normal male. When therapy is discontinued, the 
spermatogenesis recurs. Androgen therapy is. therefore, indicated for sexual growth 
and development of the accessory sex organs, even after puberty. Estrogens, of 
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phenomena 


course, produce sterility, less seminal fluid, and impotence. All of these 
is effective 


disappear upon withdrawal of the estrogen. But estrogen in the male 


in advanced prostatic cancer. 


The Sources of Love and Fear, M. wevax-neows, New York, Vanguard Press, Ine. 


1950.) Prive $2.50. 


The purpose of this book is preventive psychiatry in childhood. The author em- 
phasizes the importance of breast feeding for mental and physical health. It is not 
enough for the mother to offer the breast passively. but she must actively woo, for the 
haby to appreciate the accompanying love-relationship. The author cautions the 
mother not to be afraid of following the maternal instinet and intuition. He advises 
a wide scope in expressing maternal affection for the baby, There is no rule of 
thumb method by which vou can rear the baby. The author discourages the practice 
of leaving the baby to ery alone. He advises that a mother be within the immediate 
reach of her baby during the early months of life. He deplores the practise of scold- 
ing babies at any age or for any reason. He places great emphasis on the emotional 
malaise of childhood. He not only poses the problem but indicates ways of solving 
them. The author considers fear to be at the root of most of man’s difficulties. Tf 
freedom from fear is to be achieved. we must eradicate the sources of fear. The 
author's dictum is “Drink deep from the well springs of love. in its fullest: sense.” 
Clearly, such a process must start in the first year of life. 


Proceeding of the First Conference on klectrokymography, “Way 1950, Bethesda, Md. 
Sponsored by the National Heart Institute, Publication No. 59. 195K. 


This new instrument is a photoelectric device which observes the movements of 


the heart that appear on a fluoroscopic screen. The essential element of the device 
is a photomultiplier tube, which translates the heart border movements and cardiac 


silhouette density changes to current changes. The current changes actuate a gal- 


Vanometer, whieh records a beam type tracing on moving bromide paper. This 
record is called an cleetrokymogram., A carotid pulse wave. an eleetrocardiogram, 


ora phonocardiogram, can be simultaneously recorded. thereby providing additional 


means for interpretation and evaluation of the electrokymogram. 
The earliest objective in electrokymography was to develop an instrument: whieh 
would record border motions of the chambers and great vessels of the heart. The 


work of numerous investigators has progressed to a point where much useful know- 


ledge has been accumulated concerning normal persons and a few patterns estab- 
lished for certain forms of heart disease. A new avenue of investigation was opened 


by the observation that the electrokymographic pickup element could be placed over 
the central portions of the heart to record the thickening and thinning of the ven- 


tricles. Through many investigations based on animals and humans. a method has 


heen devised which correlates these density changes to cardiac output. This may 


someday become a quick, simple. and nonhazardous method for determining the 


work capacity of a person with heart disease. 
The conference proceedings confirmed the value of clinical study of border motions. 
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particularly with respect to estimations of myocardial changes. constrictive pericar- 
ditis, aortic insufficiency, and certain arrythmias. the hopes of the investigators 
are fulfilled. the electrokymography may provide an additional diagnostic aid for 
physicians. However, further progress in the evaluation of the instrument and_ its 


applications is needed before it can be considered for routine clinical use. 


Manual of Tumor Nomenclature and Coding. Prepared by Subcommittee of the 
Statistics Committee, American Cancer Society, The American Cancer Society. L951. 


The study of tumors is an exacting and complex discipline. [ts pursuit is made 
more difheult by the handicap barriers to communication in the form of confirmatory 
terminology and coding systems. This manual is the first of its kind prepared by 
pathologists and statisticians to provide a common language for the profession. 
It comprises histogenic and malignancy codes to be used in conjunction: with the 
site codes already in existence. 


Problems of Injaney and Childhood, Transactions of the Third Conference, March, 
1049, New York, Kdited by Minton SENS. sponsored by Josiah Macy. 
Jr. Foundation, 1949. 


This round table discussion of some of the psychological problems emanating in 
pediatric problems is limited to anxieties of mothers. psychological situations of 
mother and child upon return from the hospital. and the emotional reactions of 
children to a T&A. 


Problems of Infaney and Childhood, Transactions of the Fourth Conference. March, 
1950, Edited by MILTON J.B. SENS, M.D. Sponsored by Josiah Maey. Jr. Founda- 
tion, New York. 


The purpose of this monograph is to integrate aspects of infaney and childhood in 
order to clarify tangible concepts and achieve a broader perspective for research. 
Several such conferences reveal the cultural determination of parental attitude. The 
problem is the outgrowth of family life and methods of evolving a healthy person- 
ality. This conference was recorded from round-table discussions. 


Renal Function, Transactions of the First Conference, October 21, 1949, New York. 
Edited by &. BRADLEY. New York. Josiah Macy. Jr. Foundation. 


This monograph on renal function embraces conference discussions of biochemists, 
enzymologists, morphologists and clinicians. The question considered is how the 
organ as a whole functions and how the individual cells perform their respective 
tasks, Clinically. there is an attempt to rationalize therapy in terms of the fundamental 
nature of cellular function. The consensus of opinion at this conference was that the 
future of renal pharmacology lies in the understanding of cellular enzyme mechanism. 
The discussion involved tubular absorption and secretion from the morphological 
standpoint. There is also a remarkable discussion on the enzyme, glutaminase, in 
renal cellular function. Finally, these discussions emerge with the challenging prob- 
lem posed by tubular secretion of potassium and acid and by tubular absorption 
of chloride, sodium and water 
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